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m m m 

§o i^f^-4^mmn. ^m^^h:^^^. te^m^/^^^^jiv ^c. 'ii^^m-^c^^MktMSrWi- 

^(D^m. mmmi^^^skm&(Dm.<p^o)Mmmm^^'LA^ni^nx^fco 
'Lmm^mnmm'L^^^ii:iM'r^Wi^^^£^'^WMxh^i)\ m^mm^(D^^^ m^m 

(Dfiffi#.Ti*/^v\ 111^. 'Lmm^n-/)m(D^t:w-^m<^m3iiLtti^x:^^(m'^&w^ 
^10^) . ^t>nr^'L^^mm^n±ir^:itr^x^n\^mmuu:(Diz^f£mmi^-o^^^^ 
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(D^xn^-^'^—JiZ. SV40 (D large T mm^m^^^Xi^m\^tchy>':^i^z^=^^yi^-^^^CO'L- 

ml<l'^Ct'mM:^^h^i\l^t\^tlAT-l IffllS^^'fetf fjHSCScience, 239; 1029-1038 (l988)]o 

L^^b/^^s^, mmmn m vivo ^z.mrm-r:6tm^M^m0.■r^tcib. 

'>^(7?li^i;S14^S^flSTfc'5P19^j!ai?(7)^5(j^Jf^77^$tbTV^St><Z)<^[Cell Struc. &Func., 
21: 101-110 (1996)], #;^?V?tofla-e(7)i?5c5ib^!j{i#^$tLTW^V \ 

m (Es mm) t^h>t-Wimm^mmx%^:Lb-A^^^f\.x\ ^?>^\ mi^^mm g ^^^i^ 

Biotechnology, 17, 139-142 (1999)]o 

^mmm^h^:^i\i^mmxh^'L^mmmmm^Mm\^x^mim^^^:^mhn^>> 

[Science, 264, 98-101 (I994)]o L/Jl^L/^^^Pj. r(7);^i'i-C::'^4(Z)^L-i&Hif|giBjja^^#-r'5 

ffflii oval mm7!)^^itmMX%^^t7!)m^^fhX\^^^lScience, 284, 143-147 

(1999); Science, 284, 1168-1170 (1999)],, — ftjfi, -v!>>^^^(D#ii^^f3^#Lfc*Pl 
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R^^^h. 'ij»I^^J3^^55>'fb^^-e#6r^^l.V>ti:}LfcD. Clinical Investigation, 103, 10-18 

(i999)]o g^#^f*Mg#;^^^>#M^^^^#LT. in vitro 'T:^mmmm:irsxxjmnmm^ 

Tj^l^LTV^-SD. Clinical Investigation, 103, 591-592 (1999)]o \.t^l.ti:ii^ib. If ^ 
^^h't)^Xfi:^^^ftU. Clinical Investigation, 103, 591-592 (1999)]o 

;^V^e>t^TV^-5o *^/^jtlfil#>^J3a-e« CD34+/CD38-/HLA-DR-/CD90(Thy- 

l)+(7)#tt^*LTV^Sr^, ^fc. igjf[L^?Nefla^S^fb-r5(^t«eV^ CD38 ^OS^^b 
CD90(Thy-l)^Sti^-r5^ir;OS^b^^TV^S[||eM^^^^* Vol. 45, Nol3, 2056- 
2062(2000)]o rfil^rt^^JiS-efi. CD 34, CD 31, Flk-1, Tie — 2, E— 

;«7— ^^^JaL-CiSJJE^^'^/^jiD.W^Vol. 1, No. 3, 294-302 (2000)], 
H^^lfflJig-Cf^ CD 90, CD 105, CD 140#0-^—::?7—%|§JibTV^'5 [Science, 284, 
143-147 (1999); Science, 284, 1168-1170 (1999)]o 'L^Wi^!&aM\H&lmM^ 

m£(D>t^mm^m^^'^^t^-^mwi:i^mi)m-^f\^x\^^^. ^:ix\ 'wmm^y-^^^co^ 

m}i^^r^nm^iSn.^m\^^ti'hm(Dn±^m(^mm^mmxh^o ^(dtm-. 
---(D^itm^mir^mm^mm\^x.mmfi^(Dmm^r^n^^mm<i)-4h:fy-('^w^^^ 
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LfCo ^Ai::Mhi^f^^S^^^s GFP(Green Fluorescent Proteird^^^-t^Uhv^^^/l^:^^ 

(Purulipotent)^ito;^c^mT-$)5r^^H.V^ffiLfCo ^hi^. m^mm~i5-T-^t^^iy 
>^fctt-e/c^<> DMSO (dimethyl sulfoxide) f^t^ CO i\\L(D^yJ>. DNA (Dl^:^^ M\:M\0^^^-\Z. 

j:oT^j. flft^&t) (stochastic) (c:/L^^*sB^a. mmmmiix^^'^wmU(o^mz.ji^\\L-r^ 

\Z.-^W^^^^h'^^Fihi)AZ\jt^%tLYGY-'Q, ETl, Midkine, BMP4<7) 4 ffi^c^^^l^ 

OiiNBfla{e:'L-gS#S6<]^^il^^-efe-5 ANP(atrral natriuretic peptide)*^ cTnKcardiac 
Troponin I)(D5S^<lr{JEiit?#6^ir?r^ttJb/cio l^iltc: Nkx2.5 ■^XJJ- GATA4 <D 2 ®M<^ 

«ic/M4^m6^/^itfET--r-fc5 ANP jo j;t;« cTni (^^m^^me^i^^^ 

*(^«;0^^'i>llSco?l^^;55^10f^{Siii-Sri^^^mLfCo -^fz.. Nkx2.5, GATA4(D 2 « 
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4, CD 45, CD 90, Sca-1, Ly6c, LyGg^tE-Mir^^i^^ ikWP^^M^^COmm^W^-^- 
feSFlk-l,CD 31, CD 105, CD 144^|Mi-§^|$:, rBl^^McT^^SJitJg-efcS 
CD 140^mMir^^i$:, 4>T-i!^])XDmm^MX-h^ CD 49b, CD 49d, CD 29, CD 4 

i^lS-rstn:!*, -^hy-;^^;^S^f$-efc5 cd 54, cd 102, cd loe, cd 44^%^Mir^ 

'rfj:t>-h. ^mMn&,T<D (1) ~ (91) ^*i#t-|-5^o-Cfc5o 
(2) ^flsm^;e»>#M-efc6, ±:tB(l)tS«(Z)«o 

Ji|2(l)~(3)C9V^-rtL;5^13g(C|E«(^»o 

^j^^t-r^m^b^m-r^^^^^tm^mmx:^^. ±m(i)-(4)(D\^^-rth7!)^imi^mm<Dm 
mo 

(6) mm\ {i^f£<t^,'L^mmm. mmmm. -fr^&^m. !isLW\H&mm. 
^m^mm. m-mn^i^^i[:ir^mti^^'r^^^'itmwmmxh^. jise (1)^(5)0 

^<t^#mii-5> ±12 (1) ~ (3) temcc>^)3So 

(8) CD 117P#tt*3j:tJ«CD 140|^t4-efe5, ±ta(l)~ (7)(DV^-m;?)^lJ^^- 
|a«6(7)*lflilSo 

(9) CD 34^tt-t?fe5, _hfe (8) fS^<^5^Bfl^o 

(10) mm7!)K CD 144^'|4T*feS, ±tB (9) |B«(D^flSo 
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(11) ^hic CD 144^t4T'feS. ±IE(9)fB-^(^^flao 

(12) mmK CD 34Pt'tt-efc6. ±ta cs) mm(Dmjm. 

(13) CD 144^tt-Cfe5> ±IE(12)ta^oo«o 

(14) CD 144|^14.T-feS. JilE(12)f2«t(7)mo 

(15) ^bf-CD 14Pttt. CD45|5tti, CD90|^t*, Flk-l^t4, CDSiPtt*, 
CD lOSm^. CD 49bPtti, CD 49d|^14> CD 29|^tt, CD 54|^tt, CD 102|Jt'|4, CD 
106^tt*3j;t^ CD 44^'|4t?fe5. _hfa (10) IB^cD^JDiiao 

(16) imi^ti^. $^{«1CD14|^'|4, CD45|^'|*, CD 90|^t4, Flk-l|^t4, CDSl^tt, 
CD 105|^t4. CD 49bPttts CD 49dPtt4. CD 29|^tt, CD 54PMi^ CD 102Ptt4. CD 
106^ti*3 J:t)« CD 44^'tt-efe5. ±ta (1 1) fB^CQ^flSo 

(17) $f>(c:CD 14^tt, CD45^tt. CD90|^t*^ Flk-l|^t4, CD31|^'|4. 
CD 105ptt4, CD 49hm\^. CD 49d|^tt. CD 29PJ'ffi, CD 54Pitt. CD 102Pt'tt, CD 
106|ttt*3 J;t>^ CD 44Pm-efc6. -hlE (12) tB^oolHJJgo 

(18) *fflflg;a5, $^}CCD 14^14, CD45^tt. CD90|^t4s Flk-l^ti. CD31pii4, 
CD 105^14^ CD 49b|^tt, CD 49d|^'|*, CD 29^-14, CD 54|^'|4, CD 102^14, CD 

io6^tt^b^j:u«cD 44^'i4T?fo5, ±ma3)mm(Dmmo 

(19) Hoechst33342^^«9jA^i^^V\ ±|S(l) 12^(7) i^JJ^o 

(20) _his (1) ~ (19) cDv ^•m:d^imi^mm^hmm^i^^'L^mmfi^<D^K^7^imm 

(21) 'ii^^^»(^5><b-rstg;^^w-r6. _Lsa(l)~(2o)(Dv^TtL;^^l^}^fB-^!cco 

(22) ?|s|ltfi|5»{^^'fb-r-5tg^7^W-r5. -LtB(l)~(20)<7)V^-rtl.;i.l3l}^ta-itO 

(23) ^i^mm^tinm^5k:d^\^%W}!^^m<Dii(Dx-}h^. ±i2(i)~(2o)(7)VN-ft^ 

;?)^irl{>itE«cO*fflfl^o 

•^ix, -Y^. •^7l^^XXf\^h:d^^m\-£n^imx^:h^. ±12 (23)IEm<^mo 

(25) '^'>:^'WM^M^'^<\:mnmm BMSC(FERM BP-7043)T*fc5. JifB 
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(1) ~ (8)<7)v>-m^^ijsra^co^jiao 

(26) ^^f* DNA (DM^'^M\^i^^^'L^m&mi^^j^it'r^m:^^^-r^. ±tB (d ~ 

(27) ^fefls DNA (DJSi?t^M\:7!)\ 7=>^^— e\ 5 -T1f i/^v^:/*3 j:t>'i^^^/V'>^/W' 
^;:a-=3rv'K(DMSO):d^bJfe6^;0^e>ilifm5^V^<^t>l®t-J;5^>(^l?fc5r^^#mt^^ 
_htS(26)f2-^(Z)»o 

(28) ^'^5, ia^iJ#-^lf2«-e^$tLST5/^gB^J^^-r§'7=>^^— if T' 
fcS. ±12(27) lE^O^/lSc 

gSm-^<^^{bi^«&<Hd^(^J:«9'6MilS--<7)^<t;0S{)Eii$tT.'5±tB (i) ~ (28) cqv >-r 

(31) 1h-rb;(7-rv^SifiL/jNt^^^Jtmia^^(PDGF). m«^^inMmill^8(FGF-8). 
ai:/K-feyi/l(ETl), 5;K;^^^(Midkine)*3j;U5#?f0^H^4(BMP-4)/5^^/^SS¥^^b3l«*tl. 

(32) PDGF ^^ifly^lJ^-^a^fcJiST'^^tb-ST^/^iB^IJ. FGF-8 mm^^64X-m 

-e^^tbST^y^SB^ij. BMP-4^w^j|i^7o-e^$tisr^y^ifi^ij^^tv€tLW-rs. 
-hiE(3i)ia«(7)m„ 

il{^tT.5^i'V^<^^jlS-efe5. J::IE(30)|2«<^mo 

(34) }^^^v^-d^^^M>mx'^^. ±m(3o)mm<Dmmo 

(35) Nkx2)5/Csx. GATA4, MEF-2A, MEF-2B. MEF-2C, MEF-2D, 
dHAND. eHAND, TEF-l, TEF-3, TEF-5 *d cfct)? MesRl :^^hts:^m:^^hmi^tl^'P^<i<t 

^>ia-efcs. _hfa(30)is«(DMo 

(36) Nkx2) 5/Csx mi^lS^QXM^th^T^ymMi^l. GATA4 ^5iB^J#-§-l IT*^ 
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5-T?^^tL5T^yM^IJ. MEF-2C mi^m^l7X-m^fh^r^ymU^^\. MEF-2D 

eHAND mi9m^23xm^ti^T^/mm^i. TEF-i :d^^im^^-25x-m^n^T^ym 

ia^ij. TEF-3 mi^m ^27 xm^n^T?./mm''^L TEF-5mm^^-29xm^th^r^ 
/mmn. MesPi mmm^e2xm^n^TK/mMm^^tL^^ti^ir^. ±ta(35)ta 

(37) mm^mm:i^^'t-^^fi^^M<Dmm^mmx;h^:it^!^mt-r^±m(3omm 

(38) mm^mmmMm^-2(FGF-2) iz.j;:v).L^mmm^(D^iumM^n^±m 

(1) ~ (28) cov ^Ttt^^i JS{-fE-4g<z)»o 

(39) .FGF-2 ^sga^iju^T^^ctista^cT^T^y^ia^ij^wrs FGF-2 -efcs, _Lte(3 

~ (28) <Z)V ^-f tb^^irllCtE^(7)|fe 

(42) i^F^sr^^*: PPAR- y ^mmm^i^^^mmmmi^^it-r^m:fd^m-r^±m 

(1) ~ (28) ^Tt^/^)^l:S^-ta«(7>?|fflJ3So 

(43) PPAR- y <Dmmm'^^^^Tyyi^:^i^'W^^^ir?)i\::^mx:h?> 
:it^s^mtir^±m (42) tS««7)iBJ!So 

/j)^e>^cC6i¥;^^t>3i}msii'V^<i>^j 1 mxh^. ±ta(43)tB«cDmo. 

^{b-rst^^^^-rs-hta (d ~ (28) (dv ^'m:^^im^mm(^m^. 

^mir?>±m (1) ~ (28) (7)v >Tti.^^i^(;ita«(7)»o 

(47) ^fe^ DNA (Dm^y^Mtm^m^^x. ±Ba(i)~ (28)cov^-rt^.^^lJS{c:fa^(?5 
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(48) ^k^i^DN A coUpi^Mtm^m^^x. ±t2(9)ta«(7)»/5^b±ta(i2)tet!6CD 

(49) ^feft: DNA <7))fiL7«^/Ht^J^fflV>T. CD 117^'|4*dJ:D? CD 140^tiom 

(50) ^fefls DNA cDil^i^^/Wt:^IJji'^> XP<^^— if . 5-T1f :^^i^>^*3j:t/ DMSO 

f>7teSS¥/J)>feilfm-5^v^<tt>iS-e*)S:ni^^m.i:-r5^ _hia(48) *3J;-o«(49)HaSco 

-hlB(50)tS^60:*rj'i„ 

Wimm^(D^^mm<m^^m\^^^:it^mmt-r^. ±ta(l)~(28)(Dv^-r^^^^lJSi- 

(53) f\m(D>bmm^-.mi^xmm.x\^ ^^mi^^f-m^i^cD^bmrn^mmi^^^ ^t^l^ 

£K;i^^5^^Sfl^^?^Stt'tl.'5^^V^<^^l®TfeS::i:^#mi:-rs^ -LfB(52)tB*fec;9;^ 

(54) 1^-r^;^7-ri/^5 pdgf. mm^Mmmm^s (fgf-s) . ^:/K-fey^^i(ETi). 

(55) PDGF ^5gaa?ij||-^3^;^cfi5faf6coT5:y^lE^fj. FGF-8 -d^m^m^eAcDT^ym 
sa^ii> ETi ^5@fi^ij^-^66-e^$tL5T^y^@ci^ij. ^}'^:fy4^^mi^m-^68xm^f\^^T^ 
ymMn. BMP-4:mmm^7oxm^th^TKymm^i\^^M:tLm-r^. ±fa(54)tB 

^ }^th^{> /=e < it 1 . ± ta (53 ) ta«<7);^}Sfeo 

(57) t^'^5V;iSi^^/^:/^T*fc5. ±|B(53)iam<D;^fe„ 

(58) ^^H^^;eiS, Nkx2)5/Csx, GATA4, MEF-2A, MEF-2B, MEF-2C, MEF-2D, 
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dHAND, eHAND, TEF-1, TEF-3, TEF-5 *5cfctI«MesPl ii^h^j:^^7!)^hmi'£in?)'>^^<t 
(59) Nkx2)5/Csx ;5^ia^lJS-^9-e^$tl/5T5:y^iS^iJ. GATA4 m^^m^llX^M^ 
5-e«$tt5T5y»^J. MEF-2C mi^m^-17Xm^n?)T^/mMm. MEF-2D mi 

eHAND 7!)>w.ym^-23xm^tL?>T^ymMins TEF-1 mi^m^25xm^n^TKym 
Mm. TEF-3 ■)!)mmm^27x-m^fi?>r5,ymmn. tef-s mmm^-29xm^n^T^ 
ym^m^^ir^. MesPi mi^m^62xm^n^r^ymMm^^n^^th^'r^. ±m 

. (61) +^rtS:^#:PPAR-7^?gt^^L-rSH-P^fflv^-5rir^^|#m<^-r^. -biB(l)~(2 

(62) mi^^mi^ PPAR- 7 (^f&mbH^^^^^ry^y v?;r>'#^&^Wi-s<b'a'i^T'fes 

r 1 1-5 -hta (6 1 ) mm(7)-jjmo 

(63) ^T:/yv^;r>"i'*&^W-t-S'fk'^i^^5hniir'y^yV, t'^^i^'yiJ^yV, a^^^^y^^^yv 
;^^b^^Si¥^^f?^}m5^>^^<<^t> 1 ®-Cfe5. ±HB(62)iB«(7);^?feo 

(64) DNA (Di^y^Mm\^^Wim.'j^b\^x^^'r^^t^mmt-r^'bmmfk 

(65) ^fe^^ DNA <Z>JE7<^/Hb^J^^^y='p«^^— if > 5-T1hV^i^>^*3j;-0^ DMSO i)^^ 

(66) ia^ij#-^itB«t(DT^y^@a^ij-e*$tT.6T'p<^^-if-efe6. 

_hfB (65) tB«<?)'L->^?l^f!fe^Jo 

mnm^^(D';^mm<m'f-^^9M'7^t\^x^^'r^>t^mmmmo 
(68) i^]^(^>>i:^iiii^ifeM^t?^mLTv ^^m^^fzM^m%(D>hmm^^m\^^^ ^X'b- 
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(69) -t^hti^'^i)^ PDGF, mm^immmmm^s (fgf-s) . ^>-Kiry^i(ETi). 

(68)ta«<7)^il^li^?l^i55c^lJo 

y^SB^iJ. BMP-4 ;&Sga^J||-^70-e«$tbST5:y^id^J^^;J^^^t^Wi-S> ±fB(69)tB 

m\'t^^'pfi^<thimx--h^. ±M (68) IE*fe<^'L^^?f^fife^Jo 

(72) ii^^i^5:/;5Su.5^y^:/^-Cfc§^ _hta(7i)tsgtcD.iL«^;5fe^i|o 

(73) Nkx2)5/Csx, GATA4, MEF-2A, MEF-2B. MEF-2C, MEF-2D. 
dHAND, eHAND, TEF-U TEF-3, TEF-5 *3 j;tJ« MesPl t^h^i:^l^f)^hM\-i.^^'P^i:<t 
t>im-efc§. ±tS(68)|EttO-i>^?l^^fe^lJo 

(74) Nkx2) 5/Csx ;0S@B^iJ#-i-9|a«c(^T^y^E^lJ-t:-^$;^bS^ GATA4 m^M^^-ll 

^m(Dr^ywmm. mef-2a ^5@a^j|i-^i3f2«(z>T5:/^gB^j> mef-2b i!)mm^^■l 
5f2«(?)T5/®?Bd^ij. MEF-2C ;eissa^ij#-^i7fB«c<7)r5y^ia^j. mef-2d ifim^m^- 
i9tfiic(7)r^y^ga^ij. dHANo ;i)5iaM#-^2itE«coT^y^gfi^ij. ghand fi^w^m^-'^2 
3mm(OT%ymw.n. tef-i ;5^ga3''ij#^25fB-^(7)T^y^gfi^ij. tef-s 
um(Dr^ymw.m. tef-s ;osga^ij#-§-29fB*fecoT5:y®?ga^ij. MesPi m^m^^-Q^m 

(75) mf^^mw*^'t^mmm.^M(Dmm^^mmx'h^^t^mmt'r^±MUQs)wM 

(76) ±fS(l)~(46)(75V^-m;^^l«iC:|B«^(7)»^fflV^-5^^^#mi-re. 

(77) jiiE (1) ~ (46) (Z)v ^'rf\^t^im\z.um.(Dmm^^^^':i^h'r^'b'mm^mo 
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-blEd) ~ (46)(Z)V^Ttt^^lJS{c:SE4fe(^m^#^fife^.^LT-^W-rS'il^lll^af^^ 

(80) Jiffl (1) ~ (46) (D\ ^TtL;i^l3S(-fE*!c<D»^:fe3simi:L-Cffiv 

(81) ±ta(80)fB*fe<;);l^^-C^#$tvfcmfl^^JlV>5^t^#lici-r5. ±f2(l)~(4 

(82) ±tfl (1) ~ (46) (D\ ^-rtv^^irira^c^^^ffl V >§^i^#m^-r5> ^» 

(83) ±tE(l)~(46)(7)V^Tt^/?)^lII{c:tfim(^»^ffiv^^r^^4#m<^i-S. f»J3S 

(84) _biE (1) ~ (46) (Z)v ^-f ;h.^^i^{c:|E«(Z)m^fflv 

(85) J::fB(l)~(46)(7)V^Ti^:^^lriic:fa«ccD||Ilila^;lv^Sr^^#m<ir-r§^ 

(86) ±m (1) ~ (46) (DV ^-rtL;5^1JS{-IE^co«}^7"^p<7— If 

fc5_hta (86) IE*!6<^;^&o 

(88) -T^n^^— ^^^^^^^5n^t^J;«9. ^?E<l::$^fc±te(i)~(46)(DV^-rtb^^i 

(89) fEa?iJ#^3ilB«-c^$tb'5T5:/^Ba^j^W-r67"ap«^— if-e 

fe-S-bBS (88) |E«(7)f^^^o 

(90) -htfid) ~ (46)(DV^-rtb;5^iri}:i|S«(Z)»^^A/fclt«±tio 

(91) ±mm)mm(Dmm±m^m\^^?>^t^<^mt'r^. _Li2(i)~(46)cov^-riT. 

;6^13S(c|B«(^*|BJ3^^.bMilS(>i^{k^^-r5^&o 
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^mm(D>L-mmm,-^(D^itm^m'r^mmn. con? mi^^^xncDMo Ptt^-efes 

»^5felf ^tT.So CD 117 mi^^XXJ^ CD140 ^ttT'fcS^flSiUTtt, 0*L<(i CD34 

CD117 ^'|*:J3j:t)«CD140P^t4-e*)5^)ia, CD34Pti4. CD117 m^^^^XJ^CDUO 

m^Xh^mH^. J:'9^?*L<{i CD144 CD34 PJi*, CD117 ^t4^oJ:tJ« CD140 

t?fe§m, CD 144 1^14, CD34^t4, CD117 ^tffe*3j;t/CDI40 CD 144 

CD34 l^tt, CD117^tt*3j:U«CD140^t?fe-T?fc§m, CD144|^tt, CD34|^t4. 

CD117 Pm*3J:U^^ CD140 ^tt-efe^M. ^f>{^$f*L<fi CD 34^tt, CD llTPttt. 

CD 14|^tt. CD 45|Stt. CD 901^14. Flk-H^tt, CD 31^1:^, CD 105|^tt, CD 14 

4^, CD 140^t4> CD 49b^f±, CD 49d|^tffe, CD 29^t4, CD 54|^14, CD 102^ 

t^. CD 106|5ttt*3J:l/CD 44mitXh=5M^. CD 34P^t4^ CD 117Fltt. CD 14Pt'[4, 

CD 45^14, CD 901^14, FIk-l^t4^ CD 31|^t4s CD 105^14^ CD 144|^'|4, CD 1 

40m\^. CD 49b^tt. CD 49dm^. CD 29^i4, CD 54^'t4, CD 102|^i4, CD 106 

|5tt4*3j:-U«CD44|^'|-4^^feSlHflS, CD34pttt^ CD 117Pm^ CD 14|5tt4, CD45(ttt> 

CD 90l5tt4. Flk-iPttt, CD 3lPtt4x CD lOS^tt. CD 144^tt. CD 140^tt. CD 4 

9b|^tt. CD 49d^14, CD 29|^tt. CD 54|^tt, CD 102|^tt. CD 106|^14*dJ;U« CD 

44^t^trfcS*fflfl^, CD 34^tt. CD 117^-14, CD 141^-14. CD 45^tt, CD 90^14, F 
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lk-l|^tt^ CDSl^tt. CD 105|^i4. CD 144^14, CD 140|^t4, CD 49b|^'t4. CD 4 

9dm\^. CD 29P=itt> CD 54|5ttt. CD 102Pt#, CD lOePtt^^^J:!/ CD 44P^t^-CfcS 
mm^h<>fhtl^o CD117 ^tt*Dj;U«CD140^tt-efeSm^LTf*, ■vi^7^#i|ft5|5# 

^Aitmmmm-r:^^^ bmsc ^^^tf ^ti^So -^^^^'wmm^^^^itm^mm bmsc ^ 

mo<f^f|i^lT S l#3-§-) PERM BP-7043 <i:LT^|t$tLTl/ ^-5o 

-r§^;'j^f^-j?-$n5^BjiaibT{*. CD117 CD140 mi^x'h^mfM. *b< 

U CD 144 ^tt. CD34 ^14. CD 117 |^14:fc^J;tJ« CD 140 ^i4-e&S». J:'9^^L<f*. 
CD34 CD117 ^ti, CD14 CD45 1^14, CD90 Flk-1 l^tt, CD31 ^'ffi, 

CD105 Ptt:!fe, CD 144 Ptt^, CD 140 ^t4, CD49b P^'ft, CD49d Pttt, CD29 Pl'f*, CD54 
^-r^. CD 102 ^tt, CD 106 m^i^^XJ^ CD44 ^'|4-e^§^)ja;5S$jlf ^tl.5o CD34 ^ttt, 
CD117|^t*x CD 14 ^-14, CD45^'|4. CD90|^tt, Flk-1 CD31|^'|4, CD105|^tt, 

CD 144 Ptt4. CD 140 Pit*. CD49b ^t*, CD49d Pt'ffi. CD29 Plt^fe. CD54 Pitt. CD 102 
Pttt> CD 106 ^tt*5cl;U« CD44 P#tt-efcSlSaflS^LTf*^ KUM2 M^O^fctf ^H6o 
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1. 'L-mmm^(D^^i[:m^^-r^mm<Dmm 

0^^61)(C:5t#$tl.S;^}'£-efetb{^4#{^PS^$tl.?'^V>;^S^ S. E. Haynesworth et al. Bone. 

13, 81 (l992)l>^mW.^nf'-J7i[^i^&-^^n0^t-/)^^'X:^^o 

m^'wrnT^^^j^i^mm-r^i, 'wmmmm-(Dff^m^m^. sooounits (d^^^vi^^ 
20ml co'wmm^m.^i'r^o 'wmmm^mj^u lo ^^lejEiaihife-rso ^#Lfc# 

1,000 Xg(Z)^^il^5>il{-J:<9#M«^Il]l|XU^c#, m-n-MM^ PBS (Phosphate 
Buffered Saline)-I?Sfc#i-6o :^^y'^y'^^2mm'0MVrc^. ^#M*Bli^^ 10%(D FBS(^ 
l^f^lfil?t)^^tp a-MEM (a -modified MEM), DMEM (Dulbecco's modified MEM)fe-5V^ 
U IMDM (Isocove's modified Dulbecco's mediumMcD^fi^^^m^Mi^^^M^'^^^lt 

^/jS?'^^*^l^*"^$tb}i#{c:pg^$tT.?'^V^;dS^ M. F. Pittenger et al. Science, 284, 143 
(1999)1,Z.mm^tlti:^m^m-^%'n'mMm^^m 1.073g/ml (D percoll {dfiSLfc^. 

1,100 xg 1? 30 ^mm'L-^m\^xwm(Dm^^mi\^ir:b:iti^^^^m'r^:it^^^x^^o 

*fc. m'WmmH^mi^ lO X PBS ^;!jP;tT 9/10 l^^mi^rc percoU ^l^^»;?JP;tTM'^L 
;^c:^ (e:. 20.000 x g 30 ^l^is'il^5^ilL. i .075— 1 .060 (Dm-^^mH-r^^^ti^^^. 

■So 
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'^fl-^^:y<(DM^ 2.5ml C0i3^tttffi-S^b. 10%(D FBS (4^fl^i^lk?t) a -MEM, 

DMEM, feSV ^ti IMDM #O^flgli^«ffii0it&l^ 1.5ml ^iilt^(c:3'£±AL/tm. iilttfCO 

t.-rmm^hm^shL^^^Mu tzLtdhi^ 5oounits/mi (Dmmmi^^£^x^i^^^<v'^^M 
^^o^<u^\^ti^i^.mMmi^xm^iisL7!)^hMim^^^u 10%^ FBs(^mH'ikm)^ 

-^tfa-MEM (a -modified MEM), DMEM (Dulbecco's modified MEM)feSV^^S IMDM 
(Isocove's modified Dulbecco's medium)^00#|BJ3aig-^Jli§itfe}e::S#jS$-fr6o ^^htlfcM 
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2 . <t^wimf^^(D^itm^m-t^imm(Dmm 
mmmmmm^m^^^^t:^^x-^^:dK mi^\^<n^W(DsssLm^5^20'mM\^ti. a -mem. 

DMEM fe6V^{i IMDM ^-C0»±#«fflt#it6/.^^^^Sjlv ^^>tb5o 

pim-V^M\^^:^^^j:^0ki^X-hX\^-^-/)K mmUMn 33~37°C;iW*L<. 5~10%© 
»^5i#*M— SicJtm^Sbi, j:g-±fe^|^^LT. hy:/v/^- EDTA ^^t^^;(jnx. 

'b^mm-^(D^i\:m^^'t^mmx^'bmmm^mm-r?>:^mt\^xi-±. (ddna (o 
liJip^^/Wb^ii^at-j:^^^^^^^. (2) m'i<^'Lmw:^mmxmmvx\^ ^^mi^^r-n 
^^]^(D'Lmm^mmi^:i3^ ^X'bmmii^-^(D^itiz.m<m^i::.x^^imm. o) 'bmm 

'bmmfm^(D^itm^^ir?)mm^^h'b^m^k^mm-'t^^t^^^x^?>. ~^fc. 
MJ^a-^<^5>'^bH6^WLTv^/^v^^m^«^>, ^thh(D-jf-m^m^^^^tiz.jp.y)^ >bmm 

DNA (Dm?^^Mtmt\^Xn. DNA (^^LT^T^^/Ht^^l t^ii~<l:^^-efctLtt\ ^ 

^^>^e6^5(7)-e^>j:v^o DNA (DfSi^'^/Hl^.MtLxn, dna cpc la^uf (^i/b^ix 

aza-C tm-t). DMSO (dimethyl su\foxide)/£t^^^hl<fhtl?)o 7=^;^^^— If^LTfi. SB^lJ 
#-^lta-^<7)T^y^id^lJ^>t-rS-7=V^^— if [Nature, 397. 579-583 (1999)]/^^;5Sfelf 
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^^cm-f-sr^-e 5-aza-c ^m^u ^h{^2--3mmm^ir^:it-V'hmmk^m^ir^ 

m-^(D'7^i\:.^\^m-r^h(Dx^fh\^\^ ^f)^fj:^^4V^4:yXh^\ \ 

(FGF8), ^^K-fe-y^^KETl), 5K:^^i/(inidkine). #?f^^ia^4(BMP4)/^^*^fetf 

-ei^So PDGF .^bXf^t PDGF A, PDGF B, PDGF Cfj:}ff}^Mhf\^. ^f$l^{-{igfl^lj#-a- 
3*fc(i5(7)T^y^ia^lJ-t?«^;^iStj<D^S,Mli^*IBJ!ait5iH^8(FGF8)i:L-t:}iia^lJ# 
-^64(7)T5:y^SB^J'T?*$tl>S^>C0^S^ :i:^K-fey>-l(ETl)tL-C{igB^IJ«-^66(Dr5:y^ 
Sfl^lJ'e^^H5^)(7)^S^ ^YiJ^ly{m\dkme)t\^X\-mim^^-QS(Dr^/mMnX^^f^^ 
^(O^K 'fr?l^^ia^-4(BMP4),i:LT}i@fi^iJ#-^70(^r^/^iE^iJ-e«$ti.5^>c';>^s$j^L.< 

fflV^btbSo 1^-r^:*-r>'«. ■t^lJ;^}^ 10~40ng/ml C0^;S-CfflV^f5tb5o 

FGF-2 miSi-^o )> M^W-m^YX. iB^iJ||-^7^fctt8-e^$tLSFGF-2/^if^^tf5r^ 
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-So 

>?IJ||-^ 10:itaSa^J) > GATA -7r%^)—\Z.Wrt^ Zinc finger Mfe^H^ GATA4(ga^J# 
^ UrT^y^ga^lJ. la^lj^-^ 12 litSia^'IJ). myocyte enhancer factor-2(MEF-2):7z^y 
-(;iJR-rSte^ia^MEF-2A(@a^lJ#-^ ISrT^y^ia^lJ. Sa^lJ#-^ 14::^Sia^lJ). 
MEF-2B (Ba^J#-^ 15 : T ^l/^iB^J. 16 : :^^ia^lj) , MEF-2C (@B^lJ#-^ 17 : T 

^/i^Sa^lJ. la^lj^-^ 18 : igSSB^IJ) i: MEF-2D (gS^'IJ^^-^ 19 : T^jmUn. iS^IJ#^ 20 : 
MSga^lJ) . basic helix loop helix MlG^H^CUSi-^dHAND (@a>?IJ|&-^21 rT^y^lB^IJ. 
gBm^22::SK@a^'J). eHAND.(Ba^J#-^23:T^y^ga^J. gfi^lj*-^ 24:«ga^J) 
MesPl m^m^ 61 : T^iy^ifi^U. ga^lj#-^ 62 : itSgfi^U) . TEA-DNA l^-a^M^^H^ 
:77'^y^(ClJRi-§ TEF-1 (gfi^lj#-^ 25:r^y^gd^(J. ga^lj*-^ 26::SSga^lJ) , TEF-3 
(ga^J#-^27:T5y^gd^lJ. @fl^J#-^28:lt£ga?IJ) iTEF-5 (gS^lJ#-^29:r^y^gfl^lJ. 

ga^ij#^ 30 : m&mm fiE^^\-f^z.hii^x^^„ 
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'Lmw±mt\^xi^. 'L^wsmm^(D^itm^-^ir^mfi^^mmmx^^. 'tmmtm 

L<{*. '(l^^^jlS--•C053'^t:tg^W-rS^fl&:*^^^ >L>^F^;S^flS(Endocardial endothelial 
cell), ^iy-jya^-^fljiSCCushion cell), ^L^^M'i:^li^*WJ3S^ 'L^MM'il^^^lBjia, ^l^^fiPiUflfla^cO 

Immunol., 141(8) . 2797-2800 (1988)]fc'5V^^i FACS ?£[lnt. Immunol., 10(3) . 275-283 

^mt:i^^^^^mvxmR^^^mm^m^^^^r^'bmmm^(D^^itm^-^-t^^^ 
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fsmmkmnmmp^nm^ ^i^^— 1> medical view, 1993) \^xy)isLmo:>m^n 

^iiL^nmir^^t:A'^!(^^^x^^o mm^^nfc'\j'm^m(Dum^jt^cx. aA-rsisflS 
^'L-m.m-^'L-'mM(7)Xo<i^m.w\'r^:zt^^x%^. tfy'—T/^(DmAm^^±mmmx'o 
WA-r^ sones mmm.mmp^nmm mm^i. medical viEw.i993)fc6v>{i;k: 
mW}mx^^Air:5jundkmsm(mMmmp^mn& mm^i. medical view, 1993) 
^mm-r?>:^t^^x^^o 

^mm<D>{j'^m^nm. m^i^DNA(DBi?^^/i-^m. m}^(D'Mm^mmxmmx^x 
mT-(D{i^-ti:<ti,~mm^^^}^^^t\.x^^u 'bwmm^(D^j^itm^m'r^msk^'L- 

Mci^mz-I-X. PDGF. a#i^lWM^ia^8(FGF8). ^^Kiry^KETl). ^K;^-r^ 
(midkine). 'fr?fMiaiF4(BMP4)jfe^^feti'-5^i:^ST'#So PDGF i:L-Cttia^lJS-^3*fc« 

b(DT^ymmmxm^n^h<Dti^.um^mmmMmi-s(FG¥s)t\.x\±wM^^QA(D 
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■^^h:^^l^\'i. mx.l-£ 10~40ng/inl (DM^Xm^^ ^hfl^o 

10::^SBfi^lJ). GATA ^'T^J—i^m't^ Zinc finger M*5^H-P GATA4(EM# 
11 :T5:y^Bfi^J. 12 :ll^Sifl^lJ)^ myocyte enhancer factor-2(MEF-2)>'T5;y 

— (c:M-r5$g¥H^ MEF-2A(ffi^im-^ 13:T^y|^ia^lJ. id^lj^^ 14::^SiS^iJ) . 
MEF-2B(ifli?IJ|i-§- 15:T5;y^gfi^lJ, 16:i^Sga^lJ), MEF-2C (gB^lJ#-^ 17 :T 

5:y^gB^ij. ga^ij*-^ is : mmnm) t mef-2d (ga^j#^ 19 : r^/mmm. mm^^- 20 : 

i^Sga^J) . basic helix loop helixMte^HT-f-JS-TS dHAND (ia^ll#=^21 iT^y^gS^IJ. 

ga^im-^ 22:«Kga^ij) , chand mm^-^- 23:r^/mmm. nm^^- 24-Mmnm) t 
MesPi (ga^ij#^ GiiT^ymmm. ga^ij#-^ 62-M&mm . tea-dna i^^mm^m^f- 
:7TVj-'i^mir^ tef-1 (ga^j#-^ 25 : T^ymnm. m^m^ 26 : issga^ij) , tef-3 
(ga^ijs-^ 27 : r^ymmm. mm ^ 28 : m.mmm t tef-5 (sa^us-^ 29 : r^y^ga^y. 
ga^ij#^ 30 : mmmm) /^if ^fetf s^i^/^^-c^^o 
m'L^mm0.m\a^'L^^^immm^<Dm^^^^mm^tL^x^tjf^(Dt. ^m^Mt 
mmm^(D^i^x-h^m&n^^9M6^tLx^ts^hco7()^^h?>o 
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'bm^Mmmmi^<DmB:^ dna m)i. ^-sv ^f^^-M cdna ^^^/up^-<^^—^ 

HEK293 mf^. •^^:^WmWimm NIH3T3 /^^^^fflV^-5^ir^5-e#S, 

\.Xiry^;l^:K^^(0 gag, pol, env /^^'cZ^MfiMx l^^^'>-l'/^:^^i5^i5^— (Dm-n^f* HIV 1^7^ 
;Vy.}^^(D gag, poK env, vpr, vpu, vif, tat, rev, nef /^.JfCOS S W, T-r'V'>'l'/l/>«^-<^^ 

—(Dm^uTTyy^/^y^^^o) EiA, EiB /.^^(DseK, T-7=vi5i#i>-f/i-;^(^^-a^ti 

Rep(p5,pl9,p40), Vp(Cap)/i ^<7)|| e ffi^rffl V i;i5X'^6o 

:r^:^5:K^b-Cfi MFG [Proc. Natl. Acad. Sci. USA, 92, 6733-6737 
(1995)], pBabePuro [Nucleic Acids Research, 18, 3587-3596 (1990)], LL-CG, CL-CG, 
CS-CG, CLG [Journal of Virology, 72, 8150-8157 (1998)], pAdexl [Nucleic Acids Res., 23, 
3816-3821 (1995)]#^S^V^fenSo 

■^x2^—^—t\^x\~x. \ivmm^xmM.x^^h(Dx^fh\'t\^'rf^hm^^^^tti^x^^ 

^!|;tf^, -^^'1'^^;i?/ar>^y^->?.(t^CMV)(01E(immediate early)jt'f5-?(D:7"ci^— , SV40 

:X35/^®SW:7°r2^— ^5^— , SR a :7"t2^— #^felf :^fc, thCMVcD 

IE jtf5-P«^:/^^^1^— ^:^t3^^^^^*}-fflV^Xt><tV\ ^^c, Nkx2.5/Csx iafs-T-f^ 
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o^iJ^iXgWiEProc. Natl. Acad. Sci. USA, 84, 7413 (1987)]#^fclf -S^l^^JSi^^^^ 
^!Jc^lJ^0it-rS^^/ii5-e^'5[Nature Genet.. 8. 42 (l994)]o iafs^/^^^IJiclJ^V ^S»J^ 

n^^^>wmmmmo)^mmmm(Dm^\^m\^^x. mm. mmm. 57^»^b-r 

mmmti^xmm-r^^thx^^o ±m<D'hmmm.mi'i. mw-<Dm^it.^(Dip.i^x\ mi^ 
<Dm^m^m(Dmmi<i!ii'mi^^mm^m^tr'±m<Dmmimmvxm^i^mmi^i^ 

cDNA ^i,ti:i. •£^^mi^]t^zx. mm^m^='-h^ir 

6§P^^^tPjiS/^ft$(7) DNA Blf;t^PM-t--5o 
m DNA lffJt> fe6V^fi^^ft cDNA ^^Ig.-<^^— F^<^:7"n^— (Z)T»{t(-if Ai" 
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Jiv-3i];i::T (Escherichia )M> ir^^T (Serratia) S^ ^U-t-^^^T^y^i^ ( Corynebacterium ) 
JR> :7Vt:V-^:^7^y!>i>> ( Brevibacterium ) ffi^ v^a— K^':^:^ ( Pseudomonas ) ^■^^/^><' 
( Bacillus ) JS, $^p/^^-7^yr>i>, ( Microbacterium ) JS^td^i" ^/W^n^-fe:^ 
( Kluyveromyces ) -th^>';^P'y^ i?^ ( Saccharomyces ) v'yi^5/:^t3-y'^ir;'^ 
( Shizosaccharomyces ) M% hy^-^4NP>' ( Trichosporon ) ^ ^ i^I7^:^5;-ir;^ 

( schwanniomyces ) mm^m'r?>mM^Wi<^mi\k. m^mfii^m^my^^^t7!)^x%?>o 

m^^^^—tVXli. m^i't. pBTrp2, pBTacU pBTac2 (V ^-rtLt)-<— yi/;^/— 
^M±Xy)TfiW) > pKK233-2 (Amersham Pharmacia Biotech ^±M) ^ pSE280 (Invitrogen |± 
0), pGEMEX-KPromegathil), pQE-8(QlAGENt±M)> pKYP10[#5BBH 58-1 10600], 
pKYP200 [Agricultural Biological Chemistry, 48, 669 (1984)] , pLSAl [Agric. Biol. Chem., 
53, 277 (1989)] . pGELl [Proc. Natl. Acad. Sci. USA, 82, 4306 (1985)] , pBluescript II 
SK(-) (Stratagene ^±M) . pGEX (Amersham Pharmacia Biotech i±M) . pET-3 (Novagen ^± 
M)> pTerm2(USP468619U USP4939094, USP5160735), pSupex, pUBllO, pTP5, pC194. 
pEG400[J. Bacteriol., 172, 2392 (1990)] ^^'9^!j^i-'5^^^5-e^§^ 

m^^^<^—tLXlt^ Vyi^y—M.'^'B-nmXh^iy^^^-^/^^y (Shine-Dalgamo)iEl 

zfn^—^^—tLxn. m±mi&^xmmx^^wxhM^^:^^^£^-h(DX'hxy\ m 

trp:7"a^— (Ptrp), Iac:/P^— iJ'— (Plac), P^^^U^—^—, PrI/h^— ^5^— , 

T7 zfv2^—i^—m<Di^mM^^T~-i^^i^^^ir^y"u^—^—^ spol •:fu^—^—^ 
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^C2^— ^— (P trp x2) , tac rfn^—^—, letl -y^n^— ^— [Gene, 44, 29 (1986) ] , lacT7 

Escherichia coli XLl-Blufe^ Escherichia coli XL2-Blue^ Escherichia coli DHl^ Escherichia 
coli MClOOO, Escherichia coli KY3276, Escherichia coli W1485, Escherichia coli JM109, 
Escherichia coli HBlOl^ Escherichia coli No. 49^ Escherichia coli W3110^ Escherichia coU 
NY49„ Bacillus subtilis^ Bacillus amyloliquefaciens ^ Brevibacterium ammoniagenes ^ 
Brevibacterium immariophilum ATCC 14068^ Brevibacterium saccharolyticum ATCC 14066^ 
Corynebacterium glutamicum ATCC13032^ Corynebacterium glutamicum ATCC14067> 
Corynebacterium glutamicum ATCC13869^ Corynebacterium acetoacidophilum 
ATCC13870, Microbacterium ammoniaphilum ATCC15354. Pseudomonas sp. D-0110^^ 

T tL^>fflV^-5ri:^5-f ^ijx.f^. :^/l^i^^J>>4:tl^^m^^^:^^LProc. Natl. Acad. Sci. 
USA, 69, 2110 (1972)], :rnh^^v!;H;fe(#^Bg 63-248394), ^/c}* Gene, 17, 107 (1982) 
Molecular & General Genetics, 168, 111 (1979)(:i|2^(7)^|fe^^fetf S::.irz)5-C^6o 

mM^^±^i&mti.xm\^^^m^iM. mm.^i^i^—t\^x. m^i-t. yep13 

(ATCC37115), YEp24(ATCC37051), YCp50 (ATCC37419) , pHS19, pHS15 ^^M^ir 

^:Lt^^X'^^o 

PH05 Zfvi^—^—, PGK •:fx2^—^--, GAP ^n^— , ADH :7"n^— ^5^— , gal 1 :7° 
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V2^^^^, gal lOy^vi^—^—, t— hi/35/iJ^SSW:^n^— , MF a izfu^—^—, 

CUP 1 -T-n^-^-^^fetf ^ii^s-e^So 

?iEfclfflflSi:L'C}l, -irUt: ( Saccharomyces cerevisiae ) , Uy^-^-y^u^ 

i;^ -tK ( Schizosaccharomyces pombe ) ^ ^V^.^ ^x^^-^^'^^"^^ ( Kluyveromyces 
lactis ) , fyn^4<P^^-7'/l^-7:^^ ( Trichosporon pullulans ) , ->zi.^::^:^K±y^-T/U\l^^y<. 
( Schwanniomyces alluvius ) #^fcif'5^(}r;^^"C$'5o 

V^6r^^5-e^, ^l/i^hn7Kl^—v'3>'}'i [Methods in Enzymol., 194, 182 (1990)], 

:^y=cX2-^^y^V^^i?Toc. Natl. Acad. Sci. USA, 75, 1929 (1978)] , gl^^U^'^i^j'iD. 
Bacteriol., 153, 163 (1983), Proc. Natl. Acad. Sci. USA, 75, 1929 (1978)]^^fcif -S^ir^^S 

pCDNAKlnvitrogen tfcM)> pCDM8 (Invitrogen ^M) . pAGE107[#^sp 3-22979; 
Cytotechnology, 3, 133 (1990)] , pAS3-3 («|#^^ 2-227075) , pCDM8 [Nature, 329, 840 
(1987)] . pCDNAl/Amp (Invitrogen |±M) . pREP4 (Invitrogen %fcM) > pAGE103[J. 
Biochem., 101, 1307 (1987)] , pAGE210 ^^M7j^'t^^t:^^^'C%^o 

#^JXLtt\ i^^M;^fnr>^7l->^(tfCMV)<7)IE(immediate early)Ji'^^C0-7°n^— /J'— , SV40 

IE itfe^<Z):3i:/x^>-f— §r:7"n^— ^Jfc};i^v ^-o^) J;v ^„ 
^^mmtLXn. tb(^»-efe§^-^/W<(Namalwa)«, -i^/^cD»aJ3S-efc5 COS|0 
=^^4^—^'^^J-^'^—(Dm^Xh^ CHO |fflj]a> HBT5637[#|^BS 63-299] ^^fc 

>9nj^(^\ ^l/i:^ht37K— i/g;x&[Cytotechnology, 3, 133 (1990)], V^"^:^ 

7t'Vi7i^?£(4#^^ 2-227075), y;t?:7^^v'3:xr£[Proc. Natl. Acad. Sci., USA, 84, 7413 

(1987), Virology, 52, 456 (1973)]^^fflV^<5rt^S-e#5o J^W^i^i^(D^n^^XJ^mm 
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f*> #^¥2-227075 -^<2^^fc5V^«^|#@^^ 2-257891 -^<5^|R(::fB«$t^.TV^-5;^^£(Cl^ 

^ — X, T-^/Jn^MJ — ••vr^jiT'/l^EBaculovirus Expression Vectors, A Laboratory Manual, 
W.H. Freeman and Company, New York (1992)]^ J^l/Vb-TT^nfn— 

— •y-^^;^nv^— f-://V7<:/h 1-38(1987-1997), Bio/Technology, 6, 47 (1988)^{>lffi^ 

f»^fe{e:^b^v^Tfflv^bt^Slt^^^A-<^i5'— tL-C«. -gryx-tf. pVLi392. pVLl393. 

pBlueBacIII {th Invitrogen liS^) ^^fetf Sr^^S-CtSo 

T';^y:7:;fy^;ri;;?7«p?i;^l^T--'4^y^KnV><.'!i''Y/^>^(Autographa califomica nuclear 
polyhedrosis virus)^^fflV^5i:.t^5-e^§„ 

liJfelffliiS^LTt*, Spodoptera frugiperda (T^^P^^BflaTfe-S Sf9, Sf21 [Baculovirus 
Expression Vectors, A Laboratory Manual, W.H. Freeman and .Company, New York, 
(1992)] , Trichoplusia mJO^^^M^X'h^ High 5 (Invitrogen ^±M) ^^ffiV^§^^;$S-et 

•So 

y<^s2.ti^4^i^y^(D^mA:^mt\^xn. m^\^. yv^;^/^'>^>i>>fe[#^^ 2-227075], 

y/1f:7;c^->3W;fe[Proc. Natl. Acad. Sci. USA, 84, 7413 (1987)]^^fctf 

[Molecular Cloning, A Laboratory Manual, Second Edition, Cold Spring Harbor Laboratory 

Press (1989)] icmm^thx\^^^:^'^mKm\^x. ^m^M. m^m^mmmm^ffo^t 
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'L^^^immm^^=^-v-r^ dna ^m^jA^mm;^^: dna ^i^m-r^^mwmm 

mMW±\sx.\i,^ ri^^^T. mtri^^=^^j>>. mmr^^^=-^J>^. mmr:y^:=-^j>.^ V 

mmi^tvxn. v>mm—::fjv^j^. viymm~:^v^j>>. vi^m-^^^^^^yj^^. mm-^r^ 
i^^j^. mt-rv'j^j^^ mmm-m. mk'^i^:^^. mmm. m.m:^7\-i^^j>^m^m^^^^ 

~40°C^S j;<, jmW^m\±s 16 ^^~7 0 ^-Cfc^o i^^-f pH (i, 3.0-9.0 [ZL^W 

^fz.mm^'i^m^mv.x. T:yi:°iyV'^^Th^-i-^^v:^m(Dtn:^!^m^^mmm\.x 

^x2^—^-t\.xmm^(D':^'^^—^—^m^^^tc.?m^^^—x^mum^fzm^m 
S:i#*-t-5^#{^fi. >iL^m\^)i:^\:^x^>v'=^—^—^mmzMM\^x-h^\\ mx.u. lac >^ 
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- j3 -D-^::e-;«f^i^Mi°^y->K(IPTG)^^, trpZfx^^—^—^m^^tim^^^^—X-m 

tLTV^5 RPMI1640 i^JffiCThe Journal of the American Medical Association, 199, 519 
(1967)] , Eagle (D MEM itite[Science, 122, 501 (1952)] , ^/l^^^y^^i^^ MEM 
[Virology, 8, 396 (1959)]^ 199J#l[fe [Proceeding of the Society for the Biological Medicine, 
73, 1 (l950)]^fc^*rtb^>itlfe}c:4^J^^i^l^ilft^^^APLfci#ife^^fflv^-5ri:;^s-e#S, 
mm-i. il^ pH6~8, 30~40°C, 5%CO2#^ET^(50^^^^TTl~7 0 mn^a 

tLTV TNM-FH (Pharmingen tt^) , St-900 II SFM (Life Technologies ^tiS) , 
ExCell400, ExCell405 (V ^-f tb^j JRH Biosciences . Grace's Insect Medium [Grace, 

T.C.C., Nature, 195, 788 (1962)] #^fflV ^^^Lhft^X^^o 
Jt*«. iiSpH6~7, 25~30°C^(7)^{i|^Tl:\ 1-5 ^f^fjO. 

^t^. mm^ii^.-'m^ft^cx^ ^>^-^^iyi^m(D^^!^m^mmmMi^x-hx\^\ 

T5:y^^/l^(DEAE) — fe-:77't2>-v<^, DIAION HPA-75(H^'fb^ttM)#l/v^>^^ffiV^fc 

S-Sepharose FF(Amersham Pharmacia Biotech ^±MM 
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^ ^(Dx^izi^xw^^n^m^nti^x, m^i~£. mm^-^s, lo, 12, 14, le, is, 20, 
22, 24, 26v 28 *5j:-a« 30 xm^n^T^ymMm^-^'ir^m\^M^^^if^^t7!>^^x%?>, 

^•5o Si^N MWi Advanced ChemTech Perkin-Elmer t±$^, Amersham Pharmacia 

Biotech ^t^, tKtH Protein Technology Instrument t±M^ Synthecell-Vega tfcM^ ?R 
111 PerSeptive 1±M. .^j*0fmttM^<7)-^:/^K-^^^^flJfflLT^^-t-§iit>T^ 

-So 

mmi^'^^^. ^Y^:y}^')r'L-m^. ouchenne mmi^:^vny^—mmt^^n^hn^. 
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^hthX\ ^-5 U^M^, 30, 1302-1306(1996)] „ 

i\:M^^'r^Mm(Dmmm'^^mm\m\'^^:Lt'jb^x^^. 
m^w-^MWt^M^tLx, ^mm(D>hmmm^(D^M\:M^^'r^mm 3~5x 

lO^cells/^, fe§VNttsI^fflflS;d^bPMUfcMMili57- l~10mg/|ZC®^^nJ^i:LT. 
=¥. i'^Wci(i3~20®^(^)^5/h, -^!>>^t)b<tt^NA;^i5'— ^(7)#tmfLll)i^C0^T> Iff 

Freund's AcUuvant):^fc«. TK^-fbT/^^l^^^li^ix^^/^, 0 P R^®!7i^^V/^^]i:i^jic:iS# 

^ife[^*:^SJiyAE7* (ELISA ife) : m^W%f^\ 1976 Antibodies-A Laboratory 
Manual, Cold Spring Harbor Laboratory, 1988]ife,i;"-ei^-<'5o 
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P3-X63Ag8-Ul(P3-Ul)t5^[ Current Topics in Microbiology andlmmunology, 18, 1 (1978)], 
P3-NSl/l-Ag41(NS-l)^[European J. Immunology, 6, 511 (1976)],SP2/0-Agl4(SP-2)t5^ 
[Nature, 276, 269 (1978)],P3-X63-Ag8653(653)t5^[J. Immunology, 123, 1548 (1979)], 
P3-X63-Ag8(X63)t5|5 [Nature, 256, 495 (1975)]^, -v'^>;^S5l€(D^5^'^bi^fla;OS0^g}c:fflV^^> 

i3xi^T^y^^v>^mpLrz.mm) immi^tKDib. 7~i4 0 mmm-r^, mmm. mm 
9. 'h-Wim^-^(D'MYM^^-^VMmxmm^x\ ^^^mmMix^t^mM^u^^ 
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;^?^-t?fc2)1^:/h^i5^i>^3>^?i[Proc. Natl. Acad. Sci. USA 85, 5738-5742 (1988)]^ 
Representational difference analysis[Nucleic Acids Research, 22, 5640-5648 (1994)] 

mRNA^fflv^T^;^^>^^^v-3:/^^T5o '^^^^^^(D^itm^^-r^mmi^m&^^imB 
"iF-^mmi^fc^^it cDNA y^:fyv-^mmi^tiik. mm^it cdna ^^^'^y-(^#A 
cDNA mm^5'^mM^y)^:^yj^K^mmmmm^n^\ ^mi^r'^/i^m^fi^w^i:>(D 
tdn^m^Kir^ (^^i5^'i»ga^ww)o :L(DXoi^i^xnhtLtc cDNA co^mm.mm^)^ 
TSE-r^^t i^xy)^m cdna - k-t s K/^^^^^s e «/j>^iiis e w^^^ES'j-rs^t 

V^SC^^)-r#6 [Science, 261, 600-603 (1993); Nature Biotechnology, 17, 487-490 (1999)]c 
(;iLT^#$nfc5)-^>v-i5^''^/^ga^iJ^-^£f DNA rrJtti^ft cDNA ^i^^n— i/^fb-T^i^cfe 

cDNA \-i.^(D^^^mw.n^u^-r^^tx\ m cdna K-r^s^K^s^^^ 
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?>mic^ mi^t:^£=6m-^ (omw^mM^^s mmm^mm-r^^^ ^tMCs-mimii^^^Ait 
y'^}^^(Dmif^^m&K. mi^mmm. ^^-<-^^\'\ ^^fb^^^. u^i^mmmm^^t'^^^ 

Brdu cowyi-^ii. Brdu ^!i^mmm^m-r^iffii^^m^^tcf^&^^ii^xy)m^^^t 
#i-sKarai-*AL. $Mmm^m^^xi^yi^~-^—m'^i^(Dmm.^m^^:fy^i:xh^o 

U:^—^--m^^t\^X\'i. GFPCGleen fluorescent protein) , /l^ix^oi^— ^\ ^— 

'L-WomMxmm&di^?^m.ir^m^^co^r2^—i^—tL^Xi^. cardiac troponin KcTNI) 
Ti^h^fhtl^U- Biological Chemistry, 273, 25371-25380 (1998)]o 
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y^upt^—:^(Dmm-^y'^=^^yhX':^?> TERT it^^, M^i^m^^mm^^- 32 Xm^tl^ 

Air^:fym^^}^^^^n^^^t^^x^^o 

±^(7) TERT itfs^ ^M2»^Ii$-l3:5H-p{i. TERT mi^-f-Z^n^—^—t GFP(Green 
Fluorescent protein), /Ut/^ai^— if, $)5V ^{*^— ;(f^i^hv'i5^^— ^V^ifOU-Jjf— 

(c:j;i9, TERT mi^'f'^mmmm^'^^m^^mmir^:itr^x^^o 

xC^^^^;^sfetfbtL5(:7n— ih^h^— gffeig^, pl4-23,3tPtt, 1999^), if-hh 

mm^m^^i^^^^tx\ mm(Dmm^m^mmL-x6m-t^^ti^'i^mxh=5„ -^ytt 

LT(i, FITC(fluorescein isothiocyanate), PE(phycoerythrin) , APCCAUo-phycocyanin) , 

TR(TexasRed), Cy3, CyChrome, Red613, Red670, PerCP, TRI-Color, QuantumRed 

7!}^^lfhti?> i S g p3 - 13, ^m^±. 1999^) „ 
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mi[^^>^\^tcmm'im^^mmL-rc:^^i^h^x^Amir^^t^^x^^o ^thhomm^-^^^ 

mir^^t^^X^^o ^S^^JNHU&^J;'9^^W(^l^5fei-'5(^f* stem Cell Technologies 

Inc(Vancouver,Canada)J:'9SS^$tl.TV^6 StemSep '^i:^m^^^:it:A^^X^^o 

±^(D:^mxm\^^hn?>mi^t\^xi^. mrdsxm^^titc^i^, i^fcum!kmmm(D 

^ffitT:J!^"t?fe5 CD34, CD117, CD14, CD45, CD90, Sca-l, Ly6c, Ly6g ^mMir^lmlP^. 

A\iW\^^"mm(Dmmim.mxh^ fir-u cdsi, cdios, CD144 ^mm-r^tfii^. r^i^m 
ms&(Dmmtfimx^^ cdho ^mm-r^wii^. ^ly^^^^r^comm^w^x^^ cD49b, 

CD49d, CD29, CD41 ^MWrt^^W-^ •^VV^y!7:=^'^^W-X^h CD54, CD 102, CD 106, 

CD44 m^n-r^^w-ti^^^fhn^o ^thh(Dmt-^u^^t)^^:Ltx\ x.K>M\^^nMx 
i ^(Dmm.^m%-r^^ti)^x^^o 

CD34^tt. CDini^tt, CD144|^tt^iHiia*3j;U?CD140|^ttcr)ttK^W 

■i-^mm:Mn-ir^\^\'±. ^h-wmmim^h cd34 m^Wimt cdi44 i^tt^wjia^jiaiLi^c 
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'Am 

^^m^^l^^mir^tcl^K. ^^:^r7^^^<^'(Dg^fe^3tSe®(green fluorescent 

GFP itfK^^o/^v ^fc-<i^i5'-^f^ML.. ^hmmm^(D'A^\:m^mir^mmi<:.mA-r^o 
r^'b^mm^^hm^'bmmmmmnyr:^—-t-<h?^—^—^m^^xmM>i^Am'3'^^^^ 

-e§S(:7n— i^^M— gSSft. p44-52, ^fitt, 1999^)„ 

^m^^^^t:d^^X%^o 

i##M— ffi(^^^L;^cinflS<7:>i#itfl'ti}C, H-^i^^^i ^ M dexamethasone, 0.5 
mM methy 1-isobutylxan thine ^ 0.01 mg/ ml insulin^ 0.2 mM indomethacin il^fe-SJ^pi^N 

38 



wo 01/48151 



PCT/JPOO/09323 



xlo■'~3xlO'fi|(^»^Ja/il^^^LT^#^tvfc?M*M^-s It-^i^^s 0.01 n g/ml 

fi^oyl^jg^^\Z.WM.& 0.1 M M dexamethasone^ 0.05 mM ascorbic acid-2-phosphate^ 10 
ttiM )3 -glycerophosphate i/^6J:5(-> ^f\^^f\^^WM\^tdmM'^X-!^m:-t^:^^^^^m-f 

15. Hoechst :iZM2^m^^tz'L-wmm-^(Dj^it^^^-r^m^(D^M 

Hoechst 33342 « DNA Ig-^fe^Tfeip. ittfc**(7)^fla^^fe-r^^<i:;0Sx-$6o #16 

^*5o ABC (ATP binding cassette) h^^;^/K—^—(^J:6fe*#[^ig;'j/5S^li 

J^^»{Sif;k:irV^^:t;ei^^f3ttTV^5(cfrt^^, SeKM^^*. Vol.45, No.lS, 2056- 
2062, 2000) o t^oT, Hoechst 33342 ^5l'9jZi*^iV^J^J3^^^^i-<5rt{^J:<9^ 

.#M4'^^?3 Hoechst 33342 X-^<yk~^^mM^^^^'rh\^Vi.'WmUl^^ Hoechst 
33342 -e^febfcf^. FACSSrffiV>TUVl— 1f— ^fcTTM^S^S?SS(^2a^#,^=fT 
5^^(-ct'9^?^lf^=fT9::t;5S-e#So Hoechst 33342 %^«9iZ^*/^V^^^7fc5^flafi Side 
population tX^Xji^m't^^tfi^'^^^^iCoodeW, MA et al. J.Exp.Med., 183, 1797-1806 
(1996)^ http://www.bcni.tmc.edu/genetherapy/goodell/ new_site/index2.html]o 

mi\-i. KUM 2lm^^{h)-m.U BMSC ^ffl^(B){Cl-?:n-€tL. t-'::r^WbbfctrL-^li7v!i 
CD 105 trLi^^^fflV>Ttn:fls:S^&^*5^^^V\ ^o-f-^M— ^--epj^Lfc^m-CfeSo if 

m2U. KUM2^iia(A)*DctrJ«BMSC^IlS(B){c:^tb^^;^L. t':^^WbL:^c^-^'^;=^ Flkl ^ 
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12)3 fi, KUM 2^Br^ (A) ioXXI BMSC 7^fflfl^(B){c:^tL^"tL, FITC UMl^fc^^'y CD31 

m^n. KUM 2^l!S(A)*5j;tJ« BMSC jmm(B)f(^^M^ti. \f:^^>'iti^tz.^-^^:^ 

m5n, KUM 2mm. (A) *3j;t;« BMSC ^flS(B){c:^tU^*tT.> FITC B^bfc^-^!^?^ CD34 

men. KUM 2*HJ3S(A):ioJ;t;«BMSC mm(B)i^^tL^th, FITC tlB^LfctrL-s"^><> 

|gl7«, KUM (A) *5 BMSC ^fla(B){z:^tb^tbs FITC W^mVfdffl'^'y ^ CD14 

msn. KUM 2^flS (A) BMSC 7^fflflS(B)t:i^tL^^tl. FITC t^liLAc^it'^^^^ CD45 

1119}^, KUM 2mm (A) 4o BMSC mm(B)K^ti^^tl. FITC ^Is^Uycitt-^!^;^ CD90 
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miOtt, KUM 2m^ (A) ^^XJ BMSC mm(B)l^^n^'n. FITC t^l^Lfctn:-^'^^ 

121 1 1 fi, KUM 2*ffll!a (A) i^XXI BMSC *fflfla(B)i^^tb^ tL. FITC mM.i.tz^'^'y ^ Ly6c 

mi3n. KUM 2»(A)dQj:IFBMSC »(B)(3:^ti.^tL. t*:^^:/^t:Lfc^-^'>^ 

mi4}^. KUM (A) BMSC mm(B)K^fh^^th. FITC :SS^Lfc^-^!>;^ 

CD49b *rLf*:^i^V > Tillies j^;;^*Dr/^V^, :7u—^4h;^—^—-T:W\^\^f''^^-V^^o m 

laiStt. KUM 2^flflS(A)*Dj:U« BMSC mmmz.^ti^~n. FITC ^IflsLfciii'^'^vi; 

016}*. KUM 2mmiA)^XXf BMSC mm(B)K^th^^ns FITC tlltbfcfei-^'^^^ 
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|gll7{i, KUM 2»(A)*5j;t/ BMSC 'mMB){Z^fv^^th^ FITC mWii.t'^-^'> 
mist*, KUM (A) iSXU BMSC mi^(B)}c:^tL-?:^tb, FITC mmi^tcijL'^'y ^ 

mi9n. KUM 2mm, (A) *3 BMSC mmB)\^^tL^tl. FITC ^Hfebfc^-^e^^^ 

mmnm\'mM(Di^^xh^o 

m20n, KUM (A) *3 cfcU? BMSC ^fla(B)(^-?:tb^*tv> FITC m^\^fdljC'^'>^ 

5m^<D C3H/He 10 EE^^— 7"/l-^fflV ^Tj^l^^L. ^(7^5x1 -CII^MH 

X/l^^M 23G Otf^S^Lfc 2.5ml i^t^^iCl 20%FCS IMDM 
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1.5ml Ati. m^^(D^i^^±m'W(Dmmwm(Dmm\^mi^j2-^s mmW(D'picmmm 

^ni:^tbi-ri-t:\ -frMW^^LttSL/Co ffil#L;^c««. 20%FCS, lOOmg/tnl penicillin, 
250ng/ml streptomycin, 85mg/ml amphotericin ^^^ir^ IMDM t^ifecf-C 33°CT\ 5% 

5-aza-C ^mUL 24 0#|tIi#^Lfci^. IMDM mm^iX^X^^i^ 2 Mf^^m-t^ 

20%FCS, lOOmg/ml penicillin, 250ng/ml streptomycin, 85mg/ml amphotericin ■St'^W'^'S 

IMDM It Jtii If 33^:1?, 5%co2mm(DmM^m\^^xm^^rT^t^o KVM2mfi^n3 n 

M (DWmm(D 5-aza-C };i 24 Btrn^BlM-r5r^T\ ##^6^}^ g BttK-r^^il^fflflS^^ 
^^l::^#L.-C<S;i\ ^(^MJ*#m-{3:ig;^^ofc(l0 ^ cell \z.l-^^^-r\ 

6^, mm.m(DM\^^^^^i\:,m^um. bmsccferm BP-7043)<}r, PSbtLfcmmo^itmb 

Tbm^^fy^t^ bmsc i^n— r^^ri/y>-i;^T'[E|iixufc^, ^ 

¥jju2X.^h ioof^jeA_h^^6tj(-5j'fbM^-rsr^;^s«^^tLfco *fc-i:^^M«fW 

5-aza-C ^mm\^ 24 B#^^Jt^LfcfI, J^ifeSr IMDM ^mz.^X.X^h\Z. 2~3 

i^rx\-i. m%(Dumwmmmmm^^\^. 't^m^mm^m.m^tA.h^%m^x\^^f^ 

V\ L;ii^L 5-aza-C WS{»L<^ft:LfCo 
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«8LTiiK^L'L>m^«{-^^ofco -^^y^co^tmn. 300-400 mum<D'bmmxM 
m-r^tK ^n\^Mi^X'^^>^mi^'wm^^commji:^'^itLr:i'hmmmn. mm^n-r 
j«^*3v^Tfe^ 120-250 ^(Dm^xMmm^iiRmi^tio 

BMSC *3j:tJ«'i>^Bu!^j^l!^;e)^^^fli^*b/c'il^lK5lffljia^^b. ^tu^tl. Trizol 

Reagents(GIBCO BRL ^-C^ RNA ^^#L/Co RNA ^SKirLT 

Supersciptll reverse transcriptase(GIBCO BRL tt^)^fflV^-C First strand cDNA ^-^J^feb 

?^{^. >il>g^^flS#m6^/^i(lfK^^'^^m^l^f^-r5fci6(^. m First strand cDNA ^SW 

tLx^ m^m-^ 33—58 (:i^L^cimsid^ij^w-r'5^^!ic DNA ^my^xmmtfy pgr 

ofco 'il>MJ3S#m6^^^3t'l5^ibTf*. -^hy^^ A^J^-<^^K-C$)§ ANP *3 J:ti« BNP, 
a -MHC i8 -MHC, T^^l^X^h^ a -skeletal actio *5 jS - 

skeletal actin, ^^^v-V^^t^fe^S MLC-2a, MLC-2v, 'il>IS*|Bia4#Ml^fe^lllT-l?fcS 
Nkx2.5/Csx, GATA4, TEF-l, MEF-2C, MEF-2D, MEF-2A ^ffiV^fCo 

ANP com^iMm^m-^ 33, 34 (^j^gsia^j^wr'S'a'fiK dna bnp (Di^tsjcttia 

^IJ#-^ 35, 36 COm.&Ei^il^^-t^^f^ DNA a -MHC (7)iti|iS(>IfSgfl^lJ#-^ 37, 38 CO 
JtSifi^lJ^Wi-^-a-fife DNA i3 -MHG <7)iti|ig(>::ttiB^IJ#-^ 39, 40 CDltSia^J^W-r 
^^0. DNA a -skeletal actin (^JitB}Cf^BB^IJ#-^ 41, 42 (Dii:Siaa?IJ^Wi~'5'a'^ 
DNA jS -skeletal actin CQiii|i§lc:fi@a^lJ#-^ 43, 44 C^JtSia^J^^i^a-^^ DNA ^, 
MLC-2a (^iti|'M{-«@a^lJ#-^ 45, 46 (Difeffiifi^iJ^Wi'S'a^fife DNA |r, MLC-2v (7)lii|iS 
{::fiia^lJS^47, 48(7)JtSfa^J^W-rS-a^J5feDNA^, Nkx2.5/Csx(7)Jti|ii{c:}^Sa^lJ#-§- 

49, 50 (DMrnmn^^-t^^^ dna ^, gata4 (^Jii|is{c:figa^j#-^ 51, 52 (Dm.mm 
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^IJ^^-rS-^^ DNA TEF-1 (Dmmia^^m^^ 53, 54 CQit^ia^lJ^Wi-^-g^J^fe 
DNA^, MEF-2COiii|iI}^{iia^J#-^55,56(Di^Sgfi^J^Wf-'5'a'i55cDNA^, MEF-2D 

(Drnmia^mn^-^ 57,58 ooigssd^u^w-r^-^^ dna tr. mef-2a (ommiaMm 

59, 60 (5^4tSiB^J^^.^i-5-^^ DNA ^ffiV^fCo 
Ki?fca ANP *3 j;tl? BNP (D^m^^hthtc^ J^-b®'il^i5i|X*gS SK69^m^tj^J:^9-f-ijrr 

in^^X^'L-WmH^i^^^itL-tc'WM^Ii^'^'n, Nkx2.5/Csx, GATA4, MEF-2A, MEF-2C, 

MEF-2D. TEF-1 itfE^c^^ja^sm^^tL/co mM<^(D'wm^mmx^m\:mmmx- 

Nkx2.5/Csx, GATAA^SXXIMEF-2C(Dm^^^Mm^tl. 'bWmm-^<D^itmMiU^^\ 
mtiX MEF-2A MEF-2D COm^MM^^UM^t^tio 

LfCo ^BWlMiHt. MH^^ 1.49mM CaCl2, 4.23mM KCU 25mM HEPES(pH7.4)^^j5inbfc 
MDM mM^X^mL. Diaphoto-300||ft:Sl»^(^3>'ttM)Ts m.& 25°CXm&l.fCo 

:ff9y<>mmnmmi&iri^ 15-30 Qi^m^i^x zm kci ^^mi^t^o ^miiL(Dm'^n 
MEz-8300 ( 0 ^^m^±m) ^fflv ^xmm^^^i^zf^—vxnof'o m'^^^^i-t rta- 
nooM(^-^ytm^±m)^m^^xmm'm^mmLrco ^<7)^^m> mm^X't^mmmi^^Ait 
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ofco ^fc. >b^mmmmx-it.mmmm^ peak&Dome ^(?&tbmf&^it@^^to)^ML 

aza-c -e^^-fb^^^^sr/^^^fc:. #«1^^^;^7-r:/^^^PL-CM^»^;e»sit^D-r5/^»^^'5;e)^ 

<^^i^c^5J;5(>^ 60mm i^^'T'Vi'V'^fe'SVMi 60mm ■7^':/t3;i^i^^>^#^T'V5^v'3- 
(fibronectin-coated dish:Becton Dickinson 33°Cv5%C02lt^(7)|lJ?lP^^ffi 

H 0 . mm^m^ S-aza-C ^^Jt^ 3 /i M ^/^-5j:9^i[lLfc_h-T:\ PDGF 60^ 

^^Utl (i^^-T^Viyv^xLA) , PDGF tl^^M:^m(Dm:^'^M (i^#T=V5'v'^B) , ^AO/^L 
(it«^V5^i^^C)(7) 3 S^om^cCS^a^ff V^i#«^,mMb5^c(i^^iS« PDGF 

lOng/mU ^^y-f^^tt lO-'^N/Do 

SB 5-aza-c ^mm^^h^.^'T^fM^. mM^m\^^^wi,z.^m\^s wmm^'^^y 

iX^AiClf* PDGF ^H^mi^ lOng/ml {::/^SJ:5{-^APb. it#7==V>;/v'rLB(C}* PDGF 

lOng/ml irl-^y^^'^?:!^^^!^ lO'^M (^/^5J;5{-^*PLfCo ^^^^^55(31 2 0 f^, 4 
0 f^(c:>^>|^#(Z)i#ife^J^^ PDGF fe§v^^i^'^y-r^^(7)^;^JP^^Tofco 

aza-c (D^^mMLtz.mmy'^^y^^^xi^^ 3 fiJc7)^fla:dS|^l=««^^.f'5cO{c:^L. 

PDGF ^-mmir^tm4ms pdgf ti-^y-o-m^mm^mn't^tm 5 1 ij<7)»;^s|^w 
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'bmm^m^mm-r^ cTni, anp o^m^^^b/^^^ofco 

M/ml ^/£SJ;5(C: 60mm tg^T^V^/^^^i-i^^. 33°C, 5%C02 ^/^(^^lilf^Pa^fflV ^Tl# 
S e . 5-aza-C ^i^^g^S fi Mt^j:^^omi}[il.f:i±X\ Sf-x FGF-8 

lOng/ml (c:/^SJ;5(c:?^^p (J#«-7=V^;^^>^D) , ET-i ^mmm lOng/ml 
^;(JP (J##7=V5^ v-^E) , Midkine^;^^^ lOng/ml J;5 l^W^M (i^^v'^^yZ^^F) , 
BMP4?rM-liSlOng/ml{c:^^5J:5(-^;!)P (i^#7=V5^V^G) , mMts:V(1^mv'^yiy^ 

He 5-aza-C ^i§it!i75^bl^*-r5fcfe{^. i#±tfi^ffbV^^J(7^{^:3^i^L..SI/J#«^V5/ 
v'zrD(C{i FGF-8 lOng/ml {c:;'^6J:5{c:^J!lBL. i##7=V5'v'^E(C{i ET-1 

lOng/ml {:i5feSJ:5{^^;'JII> it^-T^V^'^/^Fj^fi Midkine ^mm& lOng/ml 

LtCo 2 0 f^, 4 P m^-hW\m<Dmi^^^t FGF-8, ET-1, Midkine fe5V>(* 

BMP4 (DWM^^l<if^ 

5-aza-C ^^IDx.T^^f34jSrB^f^, ,^miacO?f^^^fi+a^iS$g[^T-e«^Lfeo ^(DW^s 
5-aza-C (Z)^^^;!jPLfcl##7=V5^v^^ 1:1*1^ 3 #J09i^^a/5^^li^W«lfflflS^^£5(^}->^L. 
FGF-8, ET-1, Midkine $)SV BMP4 ^mM\^fdmm'T^^y^^=>.X\t.^^ 5 fiJO^fBfla^a^l^W 

n^^■7l--'^sxf^\^fzL^^^v^^^u:t^v^m\^x^^m^pcRm^^f^-^tltt::.^. 

FGF-8, ET-1, Midkine fc-5VM* BMP4 ^tl.^'tT.^3aiT^il^l^{C#M^^^iife-pT'fc§ 
cTnl, ANP (D^m.^RM't^^b^^mM^in^f^ 
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'fbtg^i^JiaCBMSCXc: 3 fiM(D 5-aza-C (DiXf:>^i^ 10 fi M<D DMSO ^^ML24^mi% 

Nkx2.5/Csx ioXXf GATA4 it{E^^5|gjaLT*3'9. 5-aza-C ^m;!jPL/c^#tl^«(30'|<fe® 

^WL7ci'iL^i^?rigflSTfcS::^;^^^^nfCo 5-aza-C t DMSO <D3ttiiO>|^ 

(Single cell marking)(D^^^ff oi^Co 

> GFP jtfe^tr^^$-1i:6UbP!:>'l'/l->^^i5'i$'— r/'^J^^K GAR3-GFP *d J;tJ«, 
Ecotropic iafS^^^Jt^^irS pCMV-Eco :7"^;^5:K^i5'^?'— Molecular Cloning, A 

Laboratory Manual, Second Edition, Cold Spring Harbor Laboratory Press (1989)^(ZlfB^ 

(DT/i-m'pm^^xxj PEG ttmm^m^^x. M^<^)i^v^ dna ^m'^^vt-. 

^<D DNA ^h^>'>^:73ii^V3>'$-fr6t& 0 Cls =i>:7/]yazl^hi^/^^±, gag *5j;t)« pol it 
(E^^f^W-rS 293 «^ 1/5 10cm -T^V^^v-^J-iffiftL. — 8fe 37°C, 5%C02liS 

GAR3-GFP l/hnr>^/V;^^iJ^^— :/^;?!;^K DNA 15 // g,ir pCMV-Eco TT^^v^^^K^i^^^— 

DNA 5 ju 250niM CaCla (pH6.95) 0.5ml ii;(jPx.T^<lf ^-fr. ^(D^W.^ I5ml OO^^— :/ 

dAtvfc 2 X BBS [50mM BES(N,N-bis(2-hydroxyethl)-2-aminoethanesulfonic acid)^ 

280mM NaCU 1.5mM Na^HPO^CpHe.gS)] 0.5ml (c:?gTUT 10 ^^^^fi-e^g^-frfCo ^ 
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^4^^^^^^—^^nWW.^^^\^fCo ^comm^ IMDM ititfc-e 10-\ 10-\ lO-\ lO-\ 

#«?Ufc. ^^;v:^^^^—-^tmm\z.\X^ H^m^ 8 u g/ml 

Hexadimethrine bromide(polybrene) (Sigma^fcM) ^^^PL. >h'WiW(9^^(n>^M't^^^'1r 

33°C,5%C02iliS(Z>IMa^fflV^-CJi■*^^*3r/c^ofCo SB^Pslft, ;®#_h?f ^^LV^ 
IMDM ^mz.^m^. Mi- 33t:,5%C02^^(D||l¥pm^fflV>Ti#^^=fTo:fco 

2 0 rm^mm^n^tc'ik. m^mumrx gfp ^^laLTv^-s^aa^m^b. isbas looo 

W 0 . 5-aza-C (Sigma s PDGP-BB (Peprotech ^±M) . all trans U^f-M^^M (Sigma 

^±m)^^tt^'n^m-S3 yz M. lOng/mU lO'^M t/^SJ;5^^lPL. ^;!)PLT 2 0f^^3j:t)« 
4 0 mia-i^ mi^^W^^n^ttiiiZ.^ PDGF-BB (Sl^ PDGF tm-r) , aU trans 

GFP ^^4{c/^oTv^-5J^fl^^ffl. 'L-mmmt^^immm:^^ gfp ^tsf^/^ox 
mmmm:dmmm (stochastic) i^^^itmmi^xK^^itfimh^^tf^^r'. r^r:i^(Dwm-i. 
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S-fs Nkx2.5/Csx S l^hn'>^/U'^^i^>5''— >^^><.^KpCLNCX 

(Imgenex l±)(C Nkx2.5/Csx ^Ifl^iA^, pCLNC-Nkx2.5/Csx ^PMLfCo 

*fc. GATA4 ^^sa^-tirS g ^-r. l/hPzi^^/k^?^^^^— :/^><.5:K pCLNCX (Imgenex 
m<D G418 if*ttatfeT-gP^^l::°^-t3-7^^>^/ji|ff4it^^{-ttmbfc:r^;^5:K pCLPCX 
(d, GATA4 ^|.a<^iA^. pCLPC-GATA4 ^flMbfCo l^hn-^^/l-^^^^— ^^;^5K 
pCLNC-Nkx2.5/Csx ^ pCLPC-GATA4 4^ctt>\ Ecotropic m-fe-P^^^^^S pCMV-Eco 
Z^^^^Y^^-i^-^' — (Imgenex ^±)^^ Molecular Cloning, A Laboratory Manual, Second 
Edition, Cold Spring Harbor Laboratory Press (X9S9)^\Z.t^1^(OT7Vfy^J^^^^i:XJ 
PEG itmi^^f^^^X. M^c^i^V^ DNA ^5l#LfCo 

:Lf\.h(D DNA ^b^^>^:7^^->3>^$-lir'5HU B =i>':77^:3ii/h(-/^ofc. gag :JoJ;t/poI 
it'fe^^f^^i-^ 293 Ml^^ 1/5 #-|R-e 10cm "f^^y-^z^lzMiW^. — Bfe 37°C, 5%C02M 

pCLNC-Nkx2.5/Csx feSV^}i pCLPC-GATA4 Whar>^/^>^^^iJ''— :7°^;^5:K DNA15 
/i g pCMV-Eco r/^^^^K^^i^'— DNA 5 /i 250mMCaCl2 (pH6.95) 0.5ml \Z.MplX'^ 
M^^. ^60^-^^ 15ml O^rL— :/(;iAtbfc2XBBS [50mM BES(N,N-bis(2- 
hydroxyethl)-2-aminoethanesuIfonic acid)^280mM NaCUl-5mM Na2HP04(pH6.95)] 0.5ml 

(ciMTLT 10 ^^w\m.m.x^m.^^f^o ^(om. ^(o dna mm.^. m s \^mm:\.ti 293 m 
aawf'i-riT^-i^. 37°c. 5%co2itS60!iP¥P»fflv^-cj#«^fTofco . imm^^ 

i^L. 37°C, 5%C02Mft(^!l|i¥P^^fflV^Ti§«^tTofcio 

mm:^m.X2 nm^. i#«±?f^0.45 M m (50:7^/1'^— (MilIipore^±M)-e^iiL. 
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Hexadimethrine bromide (poly brene) (Sigma ^±$Si) ^^)!)PL^ 'L^WM^^^<D^:^\\:M^^-t^ 

V^-Ci##^^Tofc„ 5B#rBl^s ifLV> IMDM i^ifelC^i^L. Mi- 33*C, 5%C02 ^^cDjiliflp 

^(D'ik. pCLNC-Nkx2.5 k pCMV-Eco ^AT'0^$tv/c^7^/w;^^^>^73i^v'3:xbfc 
JMBHaic:}*. G418 ^^^mm. 300 ju g/ml (c:/^6J:9{c:^;!JnL. ^^{^7 0 rai##L;/cio 

■ — PCLPC-GATA4 ^ pCMV-Eco ^AX^M^^fhfz.^^?v:^^4i^'7^^^~y3iy\-^tzM 

m\M. \f=L—n-^^^^'^^mmm. 3oong/mi \:.t^^x.o\z.mm\^^ ^h\^7 0 mmrnvtz., 

r(Dj:5i-bT. ^#L;^c Nlcx2.5/Csx fcSV^^i GATA4 C^^X^ff^K^i^lBHaiCloV^T. 

Nkx2.5/csx ^^m?im\^r:i't-m^mm^(D^itm^^ir^'WMMim(BMsc-Nkx2.5)t 

mm/ml tf^^X^i^ 60mm J§^-r=V5'^>^{-i*#. 33°C. 5%C02igS<^lff^Pa^fflV^Ti# 

a^fTo:^Co §g0. ^it«?K{c:5-aza-c^i|^li^3MM^/^6J;5m;!jPL;^Co $b};i24Ht^1. 

33°c. 5%co,mm(Dmm^m^^xmm^n^rc.m^mm^mhh^h(DK^m'r^:itx 

5-aza-C ^|^*L. ^f^iCl 4 ®^1^«^^it:^Cc fi+i^il^^li-e(^^l^^l8BflS(Dmti 
Nkx2.5/CsxfeSV^«GATA4<D5^^$lJIS^i^-J:oT«;»<:#<^^bb?'^;0^ofCo ^{c#feti.fc. 
mWmmm^^ RNA ^IHIiIXLT. S^^i^W^tlBflS'e^mLTV ^^jt^s-P^gB^US-^?!—? 

8-e^Lyci-a^^;^y:=f^^i^U':^^K^fflv^T^»6^ PGR jSjfrr^ff ofco 

Nkx2.5/Csx ^bSV^^i GATA4 <D5|[^IJ^^{c:J:t9'il^^(C#^6^/^ite^-efe5 cTnl, ANP 
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m^-^-fs Nkx2.5/csx t GATA4(DmMB^^mm^'bmm-^(D^itm^^-r^'W 

^tm^mir^'n'MWmBMSC-Nkx2.S){<im^^'^fc^^. 300ng/ml (Dmm&i^fS^Xoi:! 
flS(BMSC-Nkx2.5-GATA4)<Sr 2 X lO*mWm\ tt^^X^i^ 60mm i^-^y^V^^v^^i-^^s 

33°c. 5%co2 mm(Dmmm^m\^^xmm^n-Dtio 
m B , mm^m^ s-aza-c ^mM^s n Mtfi^^^oWiv^i^fz.. $^{- 24 m^. 33°c, 

Nkx2.5/Csx^ GATA4 <DfS]3tf5^(Z)^SfjfiJ|gm{-J:oTtt;'^$<^fl::L^c^:^^ofc^\ ftSlj-r 
T^S6^ PGR m^^ffofCo ^<^M;^> Nkx2.5/Csx ^ GATA4 (DmM^^m^J^'O'L-mii^ 

#^6^^^jtfe^^-efes cTni, ANP (D^m^jLm-r?>:it-hm^^tir^o 

±mi.t^'b^1^i\li^mm(Dh^m^m^(Nkx2.5/Csx, GATA4)^1^-r^;&'1'>'(FGF-8, 

ET-1, Midkine, BMP4)^m^-a^t?^si:^i:ij:5. 'L-mmm^iti^Ri^irmm^M^i^ 

t'o 

mx2.5/csxtGATA4(Dmmmi^^^pmmi^f^'t^wmm^(D^i[:m^mir6'^^ 

JJS(BMSC-Nkx2.5-GATA4)^ 2 X 10*i|fflflS/ml t/^Sct^i- 60mm J^^T^V^^^^^i-W^^ 

33°c. 5%co2mm(Dmmm^m^^xmm^n-:>rco 

Nkx2.5/csxtGATA4(DmMB'?-^^Mmmx^t''bmm^^(D^itm^-^ir^'wmM 

J3a(BMSC-Nkx2.5-GATA4)^ 2 X lO^lfflflS/ml i/^S 60mm i##7'V5^-^3.(Ci^^, 

33°c. 5%co^mm(Dmmm^m\^^xmm^n'^tio s 0 . mmmm^ s-aza-c ^i^m-^ 

3 // Mt^j:^^^miJ\il.f^±X\ FGF-8 ^i^jiS lOng/ml {<i:^^^^^},cmM 
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, ET-1 ^mMM lOng/ml Cl^^-S J;5 {-^AP (J##7=Viy v-^J) > Midkine ^mM^ 
lOng/ml (C:/^§ j;9(-?^^Jn (it#7"V5/-^^K) , BMP4 ^^^it lOng/ml j:5(-?^AP 

§g0 5-aza-C ^t&Jt;?)^^l^*-r5;^cJ6(Cl. i§Jffi^ifbV^^>(7)(c:^^^L. WJt^T^V^' 
FGF-8 ^^^mm lOng/ml {C/^^J;9(c:»L. i#«7=V5^>^^Ji-f* ET-1 ^mrM 
^ lOng/ml (;i:^^S<t5{-^:*JB^ i#*-7=V5/-i/^K(c:fS Midkine ^i^^^/^ lOng/ml }C/^5J:9 
izmiJU. mmT^'<^y->Ma'3: BMPA^mrmm lOng/ml (;i;fe5J:5{-^)!)PLTi0«^j^^L 
fCo ^n/^^e^MJ- 2 4 ef^Jd^PH^coi^jft^J^i FGF-8, ET-1, Midkine feSV^fS 

5-aza-e ^m^xTb^ibmmm. mm(Dmm^^tLmmmwimTx-m.mvt:z. ^<D^m. 

5-aza-c <7)^^^;?]nLfcm#7=V5/v'^Tiii^ 3 m(7)m}i^^^^mwwmmtf£^(D{^Mi^, 

FGF-8, ET-1, Midkine fc-Sl/ ^{iBMP4 ^^;!jPL;^cJ§^-7=V>yi^^T:1i|^J 5 iiI<?5|[Il|^;55^W 
ItiNBfla^jfeofcio — ttKi-'5'il^l^<7)^fi FGF-8, ET-1, Midkine fe-SVM* BMP4 (D^ 
*P(c:J;'9it;^JPL/fe^^ofco 

^iS^fJS^71 ~78-e^bfc'a-^;ry=fp?i^l^:^^K^fflV ^T^»6^ PGR M^^n^tio 
^<Df^^, FGF-8, ET-l, Midkine fcSV ^« BMP4 Nkx2.5/Csx t GATA4 

J;'9fJ£ii$tbS cTnl, ANP (Dmm^^hf^Z.rCm'T^^ti^^.i^^^fc^ 

&sT<7)-Jjm^MM\^tio GFPT^Sg^bfcBMSC mj^^^^ 5-aza-c -C24^rHl^SLfc^. 
I X 10«cells/ml tti^J^O PBS iZ.mmi^. ^WaSu^-eTK-hT'f^^LfCo BMSC f« 

— Uv^t°^:/h<Z) C3H/He ( 0 ^^^—yUy<V^<—^±m) fi> V 

i^i^i(?)^A^^TV \ T/i^^Mf^y^^^'^-^yVl^i^dml) Srffl V ^T^^•^^^5'— 30mg (DB.^ 
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i^'bmmMm^^^\AV'bmm(D^==^^v>'i^^^n'orco icv^x. 355^1 (nonaka 

RIKAKl CO.,LTD NK-174-14)T'IIlP|5^^W{-^oTl cm {J^^ML. e+^ttco^l:*— 
l^#-e¥t^S^:fc*(-fi)^^L. ^W;iIIS(7^|^^^-^^^nfy JJCNONAKA RIKAKI 
CO.,LTD NY-334-08)T^|lL^W^Kl±iUfcio oV>-e-v'^i5'C2:7^if — 
1mm (5^^^L;ii;0^b J M{-'^M$-1^fc7"/l^^$^-b— :7n— :7^5/v'rL (22G)(Dn^WA 

LfCo :Z(D^mi^^^i^'l^—^ (^^-f-yMiWJfMcO MODEL SN-480-7)^o/^^~ 100 
>hmm^ lml/5>T7Jlb. — Ulife^*}* ImU fq^g^Himf* 120/5>TAXP^®^<^^MLfCo 

(NONAKA RIKAKI CO., LTD) ^fflV ^T^W^jo4y9 j:9}-bTP^i^Lfc„ otl^, l^-frffi 
J:'9iS$PJ:ifB]^iV ^ 2cm UifV—BmJi-^^Wm. oV^TIi^'fl'^ 2cm {5m#tl^;6^^lligp{.lfB] 

iZi^^^7\y^^=i^:^:^^±mcO 30G coif (^iJ'/WN^'^^^ff N730)^ottT'L>^^^g|5(;iK^— 
IfBiiS^ PBS (^-i^j^LTtli^l*;^ 0.1ml ALfCo oV^-e ETHICON t±M<50 4-0 ETHIBOND 

X761 ^m^^xm'W(omm. ^m(Dmm^n\'\ m\:^n^xmu(Dj^m(Dmm^L^f^ i 

-e^ii^#ofCo f£^^M^(DUffl-i DESIGN FOR VISON 4.5 X SURGICAL 
TELESCOPES ^ffiV^Tff o/c 

'^Jtlb7tm^i^i^y^/V^5i?t3h— i>,l:^6MmC9ff$(::^^L. poly-L-lysine X=i 

^L^cif^, ^^y— /i--t??5fc?tL. HC:: 0.3%H2O2^?^(;i 30 ^mW:VX^i$^Rft^(7)m^m^ 

^(DWi. PBS xmi[^l^tcl)->':fM^MU srojE-^zf^iisLmmm^ 30 ^^^IS^&^-ti:. 
n^y^^iJ^^^^j^^'^ofco PBS -ej5fer#-L, PBS -e 100 mz.^^vf^-^^p(.i7L 

CFP^y^u—')-/vm,i$-(CLOmECH^±m)X4''CK—mm%. ^fls:S^&^*3^^^ofCo p. 
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(DACO |±$^)^^tfi-e 30 ^m^Jt^^^tlo KJ- PBS -Vm-m^. m^miO n g/ml 3. 
3'-Diaminobenzidine(DAB) Tetrahydrochloride),0.01% H^Oa.O.OSM Tris-HCl(pH6.7)] 

^m-r^tM^, m^'t-mma^^ ecm (Dm^y'^^y--y^\^ s x io« ceiis ^ 72 B#PH^i#*b 

fcb;^^CS??'iL^^«--(7)5>'^bBg^^-r6#Ml0la(BMSC)fcSV^« Nkx2.5 t GATA4(D 
i^itfH^-^3S$lJ|gJaLfo5^«-^(^53'"^btg^Wi-S#iilfflflS(BMSC-Nkx2.5- 
GATA4)^ 6cin cOi#*-7=Viyi/^{- 1 X 10=»^/^-5J:51#*L. ^(7)^^=1 >^7=Vv'3:/K- 5: 

^v'-fTJ^tmm^m^i^f^o ^(ot^mmiz. s-aza-c ^*i-M3 // m icf^^^oi^miiui. 
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'^comiM^^jumir^^t:dmm^fvt'o Nkx2.5 1 GATA4 (Dmmi^^^^mmm^ 

■7=VTi^<7)^;jp(e:<J:i9. H^W^co^MAn-fr-T. ANP.cTnl (D-^cO'hm^mmi:m.^ 

'7-(Dmmi Nkx2.5 1 GATA4 &.±{z.x^mmxmtmci^^/^x-h'o . iSimm^nm^m^ 

^^mir?)rcmz:, 'il->^^fla^J##Lfcl#«-7=Vs'^>^^^b 0.45%ohy:7"i/i/-EDTA ^ 30 
^-r'-Ys/v^a. (J^^ ECM =1— b"7^V5^v'^i^i~-5)^^^MbfCo ^(cl, 6cm (D ECM =i 

--^•7=V5^>'^_b(:l'L^MJl^-^(^)^'^t:^g^w-rs#itJ^H/ia(BMsc)fcsv^{s Nkx2.5 1 

GATA4cD[^jtf^T-^^Sf|flJ^mLfC'5^^t5fla-^(Z)5>'fbtgSr^i-5#M^[ai^(BMSC- 
Nkx2.5-GATA4)^ 1 X 10=lBJ3S<t/^S j;5*&#L. -^COf^ 5-aza-C ^^li^3 fj. M {C/^SJ: 
^{c:^J!jBLfc„ Mi 0 . 5-aza-C ^|^5fei-6fcii6}c:ffLV>i#i&{c:3tmL> 4 M^Jt^^ 

ANP.cTni (D=L-D(D>bmi^m^^rMB^(Dmm^jhm-r^:it7!)mm^nr^o 

Nkx2.5 t GATA4 <7)MJt^^^?Sl^iJ|g^Lfc^ij>Mlia-^(7)5>>fbig?rWi-6#ii*fflflS 
(BMSC-Nkx2.5-GATA4)fi ECM b-T=V5/->^ic:j:'9. i5W^JiSco^ttit;f3B^^T^ 
ANP,cTnI OZlotD/L-^W-M^^^mfK^CO^mfi Nkx2.5 ^ GATA4 j;;^_b{^J;SBJa/Lii 

(BMsc)*/c{i 8 X io*m(D Nkx2.5 ^ GATA4 (DmitB^^^mmm.i^t^'ij'Wmm^(D^ 

itm^^ir^'WmMif^(BMSC-Nkx2.5-GATA4)t^ 6cm C0i^#7^V5^iX^-e#fcJ^#^tf o 

tg^*'L^IKIfnflS<^'tii*ffllia^giBiJ-r'5;^ci6(c:. 2 S^tT^^MIIBfla (BMSC ^ BMSC- 
Nkx2.5-GATA4){i^W!j5T^Lfc;^fe{c:J:'9 GFP -et^libfct>(7):SrflJ>^U}^Co 
M^Lfcii B {c: 5-aza-C ^;^^>S3 // M iZ.f£^Xoi^mML. ^(DW 0 (^1 5-aza-C Srl^* 

i-6fci?){c:ifLv^J^«fe{^^mL. ^^{c: 4 mm^m^min=^ ^(^m. 3 0 {c: i ma^, i# 
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MMMlO. KUM2 m^^t BMSC 1mJi^(D^mtrL}M(DM-^ 

m-t^^m'^mir:6tLmz.. kum2 mn^t bmsc mm(^)mmidrcm<yM^'tn^tzo 

CD 144. 3iglk^|fflJ}a(>9^ffitn:J!^><tb"r^btbTV^5 CD34, CD117(c-kit), CD 14, CD45, 
CD90, Ly6A/E(Sca-l), Ly6c, Ly6g. mm^1mfi^(Dmmi7imt\^X^hnX\^^^ CD140, 
^r^^X^'y^- CD49b, CD49d, CD29 -^MJi/i^^^S^^*: CD54. CD 102, CD 106, CD44CD20 

KUM2 J^JlSjaJ;^^ BMSC m^(D^ 1 X lQ^m^QQ'y=^^^^'^^^^HZ.^fh^fh'^ 
iiUyho <25f*PO:;^^fe[^*fet#:^fe:^^iikii|flJ(1985)]T't':^-^>'*iaLfc^ 
CD105 (Pharmingen \±M) ^ FACS fflll^n^ (1%BSA-PBS, 0.02%EDTA, 0.05%NaN3, 
pH7.4) i^M^^^:^McmML. tK'^X 30 ^miXft^^^r^. ^^hn— /^fei:#:^LT(i, 9 
-^h lgG2a, (Pharmingen tt^)^>^V>fCo ^*f/ST2Il]gt#-^, ;^M/:^brt' 

co^m^^HaJ-^i-o KUM2 »43j;t>' BMSC lmfkVibh\^ CDIOS ^t4-efcof:io 
Flk-1 ^^:l^(Z)^mi-ov^Tti, ±tail^«(7);(j^£(z:J;>9t^":^^WbLfci)i-ef>^ Flk-1 trC 
(Pharmingen tti!i;PM-28181D)^fflV^T^#:^^c;;^*5i/^V^, i57>--e 

S'J^b/co ^<D*tm^^2|ll(^^-ro KUM2 *fB)ia*Dj;t>^ BMSC Flk-1 m'^M 

CD31 ^J®<Z)^iai^oV >Tfi, FITC Mlgfe^tT.fetll-^'^^^^ CD31 ^W- (Pharmingen i±0; 

PM-01954D)^ffiV^T^^S^£;^jor/^V^, :7t3— l^^M— -T?SiJ^LfCo -^rODlg^^ 

^3|g{c:i]^-f-o KUM2 J^^a*Dj:tJ« BMSC ^JJSfit^j}:: CD31 ^'ft-efcofdo 
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CD144 ^J!^(7)|§?a{-oV ^T«, t':^^>"fkbfcJn[-^':>:^ CD 144 (Pharmingen ^hM; 
PM-28091D)^fflV^-r*n:l*:S^S^ffV\ :7n— f-^M-^J?— -(?-iiJ:^'LfCo ^com^^m^ 
EKC^-To KUM2 IfflflStt CD144 l^tt^JlS-Cfeofc;^^. BMSC CD144 ll^l^lffl/J^ 

CD34 ifCmcomm^^^^Xn. FITC CD34 taf$: (Pharmingen t±M; 

PM-09434D)^ffiV^T^^:ft:S^£;^^TV\ If^M— TpJ^'LfCo ^(0^^^%^ 

BlClTj^i-, KUM2 ^fl^fi CD34 |^tt7Nll/l^-efeofc;05^ BMSC CD34 ^14151)13^:^ 

CD117 (c-kit)irLl^60l§Ja(-OV^Tf*. FITC W.^^M^^'^'^ CD117 
(Pharmingen ttM;PM-01904D)^/HV^Ttn:#:Si^;^^tTV\ :7n— i^-i'M— X'ffliJ^L 
fco ^O0^;^^^6|ll}c:^i-o KUM2 ^lat* CD 117 W^W^-^^r>fz.-m^ BMSC ^JUSfi 

CD 1 1 7 pm^WflS-efoo fco 

CD14 ^0O^^^^oV^T^ivFITC tlf^LfcJnC-x'rJ^^^ CD 14^^*: (Pharmingen 
PM-09474)^ffiv^-C^#:Sj^;:^^TV^ :7n— t^^M— -cgij^Lfco ^(D'^^^mvm 
iZ.ff^-iro KUM2 CD 14 m^^MJi^-Vh^tzLT!)^, BMSC ^flflStt CD14 Pittlffllja-Irfeo 

/i—O 

CD45 JrtJ^O^i^fCloV^Tf*. FITC tM^l^tdcH'^^ ^ CD45 ^^i|s: (Pharmingen f±M; 

PM-olll4)^fflv^T^#:s/^;^^m\ — 1^-rM— T-pj^bfco ^co^sm^^sm 

{CiTit-r, KUM2 Iffl^a^oJ:!/ BMSC Mmnt-hl^. CD45 l^t^^JiaTfeofCo 

CD90 tn[i^(?)^m(^OV^T(±. FITC t^l|feL/cin[-^!^7^ CD90 (Pharmingen ^fcM; 
PM-22214)^fflV^T^#:S^c;;^m\ ^o-i^^M— ^--efiiJ^LfCo -?:C0*^m^^9BI 
Id^-To KUM2 |fflJ3S$Di;I>^ BMSC ^flS^^t)^^, CD90 m\^m^'C^ofCa 

Ly6A/E(Sca-l)^j!g(7)^Ja(-oV^Tfi. FITC tlflsLfc^-^!^^^ Ly6A/E(Sca-l)^^^ 
(Pharmingen tti;I;PM-01164A)<|^fflV^T^fls:^i^;;^^TV^, v'n— t^-YM— iJ'— -T^'J^b 
fCo ^(Dl^m^^lOlHi^^i-o KUM2 |fflj3S*3j;l/ BMSC Ly6A/E(Sca-l)|^ 

Ly6c ^M(D^3i,}c:oV>Tti. FITC mML-f'^'^'>^ Ly6c Jt:^*;: (Pharmingen |±^; 

PM-oll52)^^v^T^^^:^^£;;^^TV\ :7n— i^^m— -eiliJ^Lfcio ^(d'^^^Mii 
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mi^^-Tc KUM2 ^H;ja*3J:tl« BMSC jiWfl&tt^^)(-> Ly6c ^'[4^fflll^T-feo;fc„ 
Ly6g irLj^.(Z5^Ja}^0V^Tf*. FITC fibfc^-^^^ Ly6g ^nf* (Pharmingen ttM; 

PM-ol2l4)^fflv^•r^#:^^S;^^fv\ :7n— y-^M— iJ^-Tiij^ufco ^(Di^^^mi2 

mi^^ir, KUM2 «*5j;tl« BMSC Ly6g l^tS^Wfl^-^feofCo 

CD 140 iitJ!^(^^3^(:ioV ^T«. If :^^Wbbfctn:-^l^7;^ CD 140 (Pharmingen fti^; 
PM-28011A)^fflV^Tia:#:ix:^&^^TV\ :7n— ii--rM-^— -ejS'J^Lfcio 
3|2I(c:^i-o KUM2 »*dJ:U«BMSC CD140 ^'MflST-feofc. 

CD49b ^J^(7)^^(;ioV ^-C{a, FITC tl^Lfc^-^!>^ CD49b iji^ (Pharmingen ttM; 

PM-o9794)^fflv^-c^7Li*;Si^;;^m\ :7n— t^^M— ^--eay^Lfco ^(D^^^mi4 

mi^T^-to KUM2 CD49b l^t^^lST'foofc^^ BMSC ^ji^fi CD49b 

CD49d ^Tfi, FITC tlSiL^^c^TL-^f^;^ CD49d taif:^ (Pharmingen |±M; 

PM-01274)^ffiV^-C*rL#:SfS^fTV\ -t^-YM— iJ'—TZlijA^LfCo ^coi^^^mi5 

mi-^-To KUM2 J^ffl/ia*5j:LJ« BMSC J^|BflSf*i!t>}e:, CD49d l^tt^fflHa-efcofCo 

CD29 trLJ!^(7)|g^}c:oV^T(i. FITC t^B^L;^c*n[-^!>><: CD29 ^n^*: (Pharmingen ftM; 
PM-22634)^ffll/^T^7Lfl5:^J^^^m\ :70— th^M^^^-e^'J^LfCo ^(7)5i5^;^^^16 
0{-:^-f-o KUM2 ^Biia43j:tJ5 BMSC ^flSfi^^jic:, CD29 m\^M^'C»>^f^o 

CD54 ^1^0|gJa(--0V^r{i. FITC tl^bfctnl-^'^:^ CD54 ^fls (Pharmingen t±a^; 

PM-0l544)^fflv^T^rLf*SJ^^^^TV\ ym^-^4h?^—^—'X:W\'^l.t^o ^co'^^^Bn 

mi-^-To KUM2 ^iiaf^ CD54 ^ttiBflS-e^jo/c;^^. BMSC ^BJJ^fi CD54 l^t^-CfcofCo 
CD 102 ^J^(^^m{^oV^T«. FITC tlgSIUfcta-^'^^^ CD 102 in[#: (Pharmingen >±$SI ; 

PM-0l804)%fflv^Tt^L^^Sj^;:^frv^. :7n— -eiij^bfco ^(Dl^m^mis 

miZL^fo KUM2 »*3J;I>' BMSC ^Ugfi^^itd, CD 102 l^t^^/l^-efcofco 
CD 106 ^J!^<Z)|§?a{;ioV FITC *lBigLfcta:-r!>;^ CD 106 (Pharmingen ; 

PM-ol8l4)^fflv^T^7L^*:S^^;^^TV\ T-a'J^ufco ^coism^^ig 

|21(C^i-„ KUM2 ^Jiafi CD106 |^t4|fflflai?feofc/5S, BMSC iBflSfi CD106 m^MMX^ 

CD44 ^i^<7)^m^-oV^-C^i. FITC mmLtM-^^:^ CD44 (Pharmingen tt^; 
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DIVIOV-/ 
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FIk-1 




- 


CD31 
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CD140(PDGFR) 


+ 




Integrin 






CD49b(a2) 






CD49d(a4) 






CD29(/3 1) 
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Matrix 






CD54(ICAM-1) 


+ 




CD102(ICAM-2) 






CD106(VCAM-1) 


+ 




CD44(HyaIuronate) 


+ 


+ 



MMMii. -^^^^ MLC2v ■:fvi^~<^—^mm\^rc^itmmm!i^(Dmm 

Wt^ti^. 'il^l^J^liS{C#M6^l-ISm-r5-^'^^MLC2v (myosin light chain-2v) it^^ 

(Dzfu^—^—mm^^m^vfco Mi^t^^i^n. -^^y:^ mlc2v mi^^(D^'^^—^—'i^ 

^IJT{- EGFP itfs^- (CLONTECH ^±M)^^^j:€. neomycin m\^M.Bi^(Dm^:^=-yh 
^/wfd pMLC-2-EGFP ^^>^5:K^fll^LfCo M-7"^>?.^K<^) DNA Molecular Cloning, 
A Laboratory Manual, Second Edition, Cold Spring Harbor Laboratory Press(1989)^(clffi 
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±tSDNA 2 /z g f'^6:^^U~H^l X 105'f|i,t^^5j;9{-t§#L-C^V^fc KUM2 ^^B 
iia(-^L. y^K^ni^hr^^CLIFE TECHNOLOGY ttM)^fflV ^Titfe^^A^^a^/^o 
tlo Mri^^:^j::)vmnmffa(DmM-^xnY.='M^^^<^t:io ite^^^ALT 48 B#PB^f^}c: G418 
(Sigma lmg/ml<i:/^SJ;5^APL. ^#LTV^Sm{5^#A#l9flafctt^S^ 

it^^^^ALT 14 0 i(D^flS(C:^L. 5-aza-C 3 // M ^/cC-SJC^i-^^lJBL. 

24 B#PB^ft{-ittfi^^mbT. ^^imm^:}s:if£^r:io "^imm^ik. 3 0 g J;«9 GFP ^ttite 
Sk^^M^^tht'o 'j^i\MWik^ 13 g<^lfflJ!a5'^^ IX 10^ 1111(^^1^^ FAGS Caliber (Becton 
Dickinson GFP |^tt«cD^^^®tLM{^l#*^^^ltfCo ^COM;^. 9 ^^±.(0 

V^X.So GFP P^t*^fflflS« FACS T?5)-^f^, ^JSM 10 (D^m\^^^^^. #tit^tT5^jfil 

fCo ^-f. PPAR-T/ S^#:cQ^^^^fi6^PCR^};icti9^Sfr^fTo/c^;^, BMSC JWASf* 
PPAR-7 lS:^#:«^^aLTV^-5;0^ PPAR -y 2S^^$:^^^^|,LTV^/^V^^^;5S^^$tl.fCo 
PPAR-y^m-W-(Dr^=^:^V'^^^ Pioglitazone, Troglitazone 1^>!r ;^^M^'e^ij> 

^T^itfi^m^fh. 0.4 n M 50%, 2 /z M iQQ%(Dmm,mWimm,-^t^Mt\^ 

fCo 

«ci6(c, >il^lis^J3g-^<D^^btM^^-rs'i'M^J3^(BMsc)^ GFP x-mm^tz-^mmn 

^■f ^ ^^;^5K pCLNCX (Imgenex |±)(C GFP ^U^yh^s 
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pCLNC-GFP ^MMl^tio U-hnr^^/i.;^^^^— :7"^;5?.5:K pCLNC-GFP t Ecotropic m-fe 
^^I§li.^it5 pCMV-Eco :/^y?.^K^i5^^— (Imgenex 1±)^, Molecular Cloning, A 
Laboratory Manual, Second Edition, Cold Spring Harbor Laboratory Press (1989)^ {^.ffl^ 
(Dr/i^:^])^fam^^l^ PEG et^?fe^fflv>T. MSfCOJ^V^ DNA ^^#LfCo 

^thh(D DNA ^h^i^>^:73;i^v-3:/^ii:5fitf B Ci. =t:/^/V^^h(^jfeo^c. gag :|oj;t)«pol 
jtfK-7-^f*Wi"S 293 *fflJ3^^ 1/5 #|R-e 10cm 'T^V^'v'^i-lliitL. -^gfe 37°C, 5%C02M 

pCLNC-GFP Uhu'!74/^:^^l^^—-^9^^V DNA15 fi g t pCMV-Eco Zf^P^^F^i^^ 
—DNA 5 // 250raMCaCl2 (pH6.95) 0.5ml (d^PX-T^JIf ^<^^^^^ 15ml (D=^=t.— 
■:/}C:A;h^fc 2 X BBS [50mM BES(N,N-bis(2-hydroxyethl)-2-aminoethanesulfonic acid), 
280mM NaCL 1.5mM NazHPO^CpHG.QS)] 0.5ml (;i?KTLT 10 ^Ps^^M-e^S^-fr^Co ^(D 

DNA mn^. m s i^mMi^ti 293 iBiisitiiii't'.(-?iST^-fr. 37^:, 5%co^mm(D 

mM^^^l^X2 f^m^. m^±m^0A5 n mOO^^/^^?'— (Millipore^l:i^)-e;5iiL. 

Hexadimethrine bromide(polybrene)(Sigma &M)^^^nL, 'il-|^7^0lia^<^^^<btg^Wi~'5 
■^l^;^#M«(BMSC)(^^i^^tgmb. 33°C, 5%C02^^(Z)#¥^P1t^fflV^Tit#^^To 
fCo 5B#PBlft. iTLV^ IMDM i#ifi{^3:gmL. Si^lSSt). 5%C02^i>S(D||i¥|pmfflVNTi#« 

2 0 mm^^n^^fc^k. cus ^M-aS 300 m g/mi (c/^SJ;5(c:»L. ^^ic:? 0 r^^it 
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ecm(Dm^y'^4^yi^=^-VmM^^. ifit^^l^*!^. 0.5m\ CO 0.25%(DhV:fi^l^ EDT A 

i^xi^^mmmL^fcm. 1.5ml oo^Lv^i#Jtii%^APL-c. mm^mmLtct^^K. ^z^m!^ 
.[fa.«(Lexicon Genetics ^±m)t:M^xu-^u ^^mm,mmm^'^^>^mmm^(DmA\^m 

(D HEPES ^-^tf M15 •^4^^=^^:^^^:^^^— (mmnm±m)RXJ^'^4i^r^ 

5% CO2^|^T-eK^Uafl$^50bt?:^"eitfegbfcf^. Manipulating the Mouse Embryo A 

Laboratory Manual, Second Edition, Cold Spring Harbor Laboratory Press (1994)iCltS^CO 

y^mii^^^ \ ^^mcom mch mmco-^^p^o^mwrn^'^^^it^^mm. ^j^^-^rfco . 
p m(D 17:00 1:1 xmms ^m^^. mm 9:oo Km^mm^ff\^\ 2 p m^±M(D p 6^ 

fco m<Dmm^hm^\^f''tmx.^s dna <ir^^#L. ga^ij#-^ 79, so cdtt-^^ 
^mfi. BMSC f>K wm. 'tm. ^m(D3mm-t-<xK^itx^?>^m\^^^i.x\^^^^t 
iijfe^!ii4. 'L^mmm^(D^^itm^m'r?)'^'y:^'wmmmx(DTx^?^9--^mii^ 

'bmfi^^<D^itm^^ir^-^^y^'Wmmii^(7)T^^9—^^mm± Telomeric Repeat 
Amplification Protocol(TRAP)?'£(c:j;'9^f>J-Lf' (Oncor TRAPeze Telomerase 

Detection Kit)o T^n^^^— if^t4<^)iiJS«igMlJ6^(C^#$tbTV^fc:/nhri^7U{c:tt^ofc 

itm^^ir^'^^:^'Wm^^(^^^ lo^WD^PBSxm^Vtilk. 200 juico ix chaps 
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H.OOOrpm 20 ^rBlj;i'L^5j-^(4°C, HITACH[ t±M himacCF15)L. ±^t^7rfflflatttU^^.^r 
LTlHlllXLfCo Protein assay (BioRad ^±M)^fflV^l:M&S-^W»^i'J^U/c<^r5^ ±tB 

Img/ml "T?$jo:^Co 

^frofCo Taq /Ky^^^^-lf EX Taq polymerase (SSiti^) %fflV ^:^Co SJ^;^i^Sl•T^^®t^3fS^ 
10X^-fe^g(0.25%bromophenol blue, 0.25%Xylene cyanol FF, 30% glycerol)^ 1/10 4 
W^Ml.. 12.5%7}^yT^y/^r^K<>'/^(TRAPeze Telomerase Detection Kit (/^z/'nhin— 
}-iEic$^^TV^§iial9iiM)^-«-fr. 250mV ^®J±TT'?*»jLfcio j^^iljft^ y/^^i^-T^^ 
— iJ^y— i/(FMC |±M)t?^feL. ^^fe^r^-^lfiggx FluoroImager(Molecular Dynamics 

SMftpCO Wistar rat(0 ^ SLC t5^^^t±)ltt|6|2E^IItiJ!^0Lfct^. 70%^^/— /l-^^ 

:^jrji#m'B'^5i<9mLfco ^«9mbfc:^^Jil#M#{*PBS(GibcoBRLttM)(7) 

Aofc 10cm mmmm.mnm^^±m)K^u mRxfmw^^^i^m^vti, ^v>Tr 

tL^(D#(;0M^^Nlh^-e^l9. 20G ^.m^^mt' 10ml ffl}^lt^(7"/^^1±^)^;BV^ 

50ml ^isitW (BECTON DICKINSON 1±®i) i^HjlJXb, l,500rpm "C 10 ^mM'L-'^Jv-Ml^ 
(TOMY itmi&^m'bm) . ML;^c*fflfla^ 6ml (D D-PBS ^{z.mmi^tc^ 

/^m!k^nnm^xmf^m^nmL-tit:i^. wif\R\^rdmm-±^t^ 2.6 x lo^mxh-otco 

:km'W'^t'nm.'W 1 *^fc<9;e>^b ixio«#|(7)^fla^IsIi|XLfc:i:i(:i/^5o mff^i^fcmmit 

Iml ^fc<9 1.3X10«#|(D|i^(C/^Sj:9#-|RL. 50ml mmitWKA^tc 1.073g/ml KMM 

^thfc PercollCAmersham Pharmacia Biotech tti^)/D-PBS '{^ (25ml) 5ml MM\^fcM. 

•mMTQ 3,100rpm X 30 ^^ig^ij^^gfLl^Co m'b^fitft. Percoll ^St*fflj!a^«i:(^#ffi 
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^^M^mUU D-PBS 4 {|?(C1^3|Rbfcf^. 2300rpm 10 ^mm't-^MU ^^Hfbife 
^0J3S^a^lHll|Xb;^Co IfiIi|XL;^c^flSf* 20%FCS, 100 ju g/ml penicillin, 250 ng/ml 
streptomycin, 85 g/ml amphotericin (GibcoBRL ?±M)^^tj' IMDM J#itfe (GibcoBRL |± 

4.7X10^ #1^19. mimm(Dmm(Dm 2%tsy^^|pjlRL/c:ri:(C^;fe5o rc9j:9}-LT5>ilIbfc 
'frMS^Tj^BflSfi 2~5 X 10^-(a/cm^ (3l/e^6J:54- 10cm^coI/ji^#fflflSJ=BcoJ§*M(^»^^^ 

^±m. iocmmmM.mir)3mm^. co,mm^(^^u^±m)i^x 33°c, 5%co2 
mm-cmm^rM^\^f^. mmn 24 B#pB^f^. 72 mmm^tMti^^^i^i^fc^ ^coa- 

EDTA ^STfi^ei^b. 2/3 n 4ml (10%DMSO, 50%(D#M**«t§#±?t. 

40%cO5feffiffl_L|E^itfc) leiiS^b. 2ml^^^— :/(f£^-<— iJ^^-Th^t^) {;i 1 ^m^^ Iml 

5>?^bT^M^f*#b. ^"9 1/3 n 10cm i#*M 2 Ifci^^^ffUliitLfCo 

L. 6 '^73^7^:/i/— h(BECTON DICKINSON t±S^) iM 1 -^zc/ix^fcip 5x io*fla{c:/^-5J;5 

:^fcth:7^:/t3^.^^;/:Srn — hbfc 6cm ^(DJ#^JE(BECTON DICKINSON t±M 
Biocoat) i^-i. 1 .3 X 10' m i-^cC5<t9 (-JSHflS^t^t SlL^Co .1 0 ^ i' 5-r lf v'^v^^ (Sigma 
ttJ^. *I-^>S 10 fi M) (D^^;?J[]X.fc^)C9^, 5-Tlf v'^>'>'. PDGF-BB (Pepro Tech EC 
LTD.^tm. ^i^mS. lOng/ml) , all-trans I^^y^>'^(RA, Sigma ^±^, ^MlM 10''M)^M 

^nmM^t§kmiZ.n& PDGF, all-trans u^Mi^m^M^. 2 Bmt4Sm^^hi^1JQ^ 

■ fc)o ^<7) 3-4 B m^. mm^^mi^. 3 MfBi^g^b-Aco ^(di^^ s-rifv^i;^^. 

PDGF-BB. i^^y'i'>'^^Apx.5^c^>(7)-e^Wltm(^5>'ft:^s«m$ti.;^Co 
'Mlffli]a--(7)^Mbtg^Wi~S#Mm(BMSc){«i. 'il^^lHJi^5>'fli(cM^-r5te^ia^ 

MesPi ^mm^\z.m^^^^^h\^x.^'LMmm^(Dji^m^^K.^^m. ^xjiuespi (d 

^U^^t-^^h:^^^^(pGF-S, ET-1. Midkine, mAPA)(DmMhm^^^i^'^^^t\^i:.^ 
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MesPl ^5iftflJ^iaLfe>il^^lEDa^-^(7)^Mt:tg^^-r6#M^fflfla(BMSC-MesPl) ^2X 
10* Wa/ml i/^5ct9{- 60mm J##7=V5'>'^(-^t> 33°C. 5%C02^S(^)||l¥p^^^;B^/^T 
i#^^=fTofCo H 0 . 5-aza-C ^j^li^S n M^/^§ j:5{-^;!J0L;^c:ft. 

FGF-8 ^M-l^^ lOng/ml {3:/^SJ;9(-^;!J0 (J^^^V^/v^^N) . ET-1 ^i^^S lOng/ml 
\Z.fi:^^0\Z.miW (l§#7=V5/v^^P) . Midkine ^M-j^,^ lOng/ml ic:/^§J:9(-^;'JP 
7=Vs/v'^Q) . BMP4 ^i^^S lOng/ml (c:/^SJ;5(-^;!)P (i^^-r^Vs^i/^R) x ^;!JO^^b 

§gP 5-aza-C ^1^mD^h^.^-r^fM^. tfitil^ifbV ^^,(75(-^^L. Sli«J##^V5/ 
iy^N}c:{i FGF-8 ^mm^ lOng/ml (C:/^6J;5J-^^;!]Pb, l##7=V5/iXrrP(^(i ET-1 

lOng/ml (3:jfeSj:p{c:^J!jP, it^T^V^'^^/^Q}-?* Midkine ^^^m iOng/ml {:i/^5J: 
5{^^AP, it*T=V^y v-^Ri-^i BMP4 ^^iiS lOng/ml }:i/c^6J:9{-^JPL-Ci##^liM 
bfCo 2 B^, 4 0lt{-til^1t<^:©«!l^i^^ FGF-8, ET-1, Midkine fc§V>}* 

BMP4(Z)^;?JP^ffofCo 

5-aza-C ^;!]Px.T/J)^f>4®PBlf^. ^fflflS(?)?^S%{i+i^^l^^T-ea^LfCo ^<Om^. 
MesPl (Z)5^i$IJ^m}-J;oT^^^^liaj3Scom}i^#<^^bL/ce;0^ofCo ^fc. FGF-8, ET-1, 

Midkine fc-sv^fi BMP4 ^^^pLfcit^T^Vi^^v^-efi*^ 5 m(Dmmi)m^mmmtfii^ 

^oM:^. MesPl (^)5Si^J^m}c:j;«9^i>^K(-#M6^>^eii^^TfeS anp <Dmm^%m^n 

fCo — FGF-8, ET-1, Midkine fcSV^fi BMP4 MesPl CO^M^^i^^Wi&^th^ 

ANP co^m^^bid/Lit-T'Srirfi/^^^ofco 
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■So 

M^m^33-A~-rMm(Dmm:^i^ dna 
mmm^-34-AT.m^i\(Dmm:'B-^ dna 
nm^^35-Aj:mn(Dmm:'k^ dna 

Sa^lJ#-^36- AXSa^fJcotJ^B^:-^^ DNA 

m^m^37-AT.mm<7^mm:^f3^ dna 

iB^lJ#-^38- AXgd^iJc^migr-^fife DNA 
AXIS^J(7)t5L0^:^fife DNA' 
gfl^lJ#-^40- AXffi^lJ<DmPJ:^;i5c DNA 
ifi^lj#^41- AX@a^ljOtj£0.g:-a^^ DNA 
iB^IJ#^42- AXBa^Jc?)!^^^:'^'^ DNA 
gcl^lJ#-^43-AXia^lJ<Z)MP;!:'a^^^ DNA 

@a^ij$-^44- Ax@d^ij<z)mp>e:'a^^ dna 
mn^^-45-AT.Ei^\(Dmm:^^ dna 
ia^j#^46- Axga^jcom?^:^^^ dna 

mm^^47-AT.m^^i(7)mm:^i^ dna 

ia^iJ#-i-48- AXgd^lJ(^|JiP^:-a'^ DNA 
ga^J#-^49-AXBB^JCO|Ji0^:'^J^ DNA 

mmm^so- AT.mm(Dmm:^m dna 

gfi^lJ#-^51-AXgfi^lJ(D|5il3i!:-a'^ DNA 

mn^^52-ATMm(Dmm:'^^ dna 

ga^lJ#^-^53-AXga^iJ(DlJ^PJ:'a^)55c DNA 
ga^lJ#-^54- AXgB^lJc^^mPJ?:^^ DNA 

mm^^ss-AT.ismcDmm:'^^ dna 

gB^lJ#-^56- AXga^lJc^m^^r-a^^ DNA 
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m^m^57-ATMmcomm:^^ dna 

m^m^58- A'-L^incomm-.^f^ dna 

iB^IJ#-^59- AXid^lJc7)IJfcP^:-^^ DNA 
AXiB^JOiftB^i-a-fife DNA 
AXK^IJ(Z)|JiP^:^^K DNA 

m9m^e2-AJo.mm(Dmm:^^ dna 
m^m^-63-AT.mm(Dnm:^^ dna 

ia^|J#■^65-Ax@a^|JcDmB;1:-a'^3c dna 
mym-^ee-AJLmmcomm:^^ dna 

gS^lJ#^67- AXga>RI<7)m?^:'a'fife dna 

m^m-^Gs-AT.m^\\(Dmm:^j^ dna 

AXga^lJ(Z)Iji0^:'a'fife DNA 
Ba^lJ#-§-70- AXia^Jcom^^i^fig DNA 

mnm^7i-Ai:nm(Dmm:^)^ dna 
@a^ij#-^72-Axia^ij(Dlj^p;i:^j5!fe dna 
mym-^73-ATMm(Dmm:'B-^ dna 

ia^J#-^74- AXK^JCOUi^gr'g'^fe DNA 

ga^iJ#-^75- AXia^lJ(7)|5^Pj!:^;j5c DNA 

ga^ij#^76- Axga^ijc9mp>^:'^^ dna 
nm^^-Ti-AT.mmcDmm-.'a-f^ dna 

mmm^-78-ATMm(Dmm:^}^ dna 

ga?!J#-^79- AXgfl^lJ(7)tJi0^:#^ DNA 
ga^iJ#-^80- AXga^J(JO|5i0^:-^^ DNA 
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m^^^. ii3Riii~3<7>v>-m^^iJS(z:iEm<^»o 

10. ^fflfla;^^ ^h\^CD 144|^t4-efe5. f#*rl9tea(?)^WIlSo 

11. CD i44i^tt-efc'5. If *3S9ta«(7)mo 

12. mmHiK CD 34^tt-efe5. ft^:S8fBife<D*ffl|jao 

13. m^f)^\ CD 144|51'tt-Cfc5, f»*3Sl2tBfc(7)ffflfla„ 

14. mmj)^. ^h\Z. CD 144^ttt?fe'5. lt*JSl2iEmcO»o 

15. ;aBflS;a5, $f3(C:CD 14^14, CD45|^t^, CD 90|tti, Flk-l^tt, CD31|^tt> 
CD 105^14. CD 49bPt'|4. CD 49dPt'tt. CD 29P1'|4. CD 54^t4, CD 102^t4s CD 
106^'|4*5J;D« CD 44^t4-e*>6, f*5it3liotB«^col|ilJjao 

16. m^S. $f^^;lCD 141^14^ CD 45^14, CD 90|^t4. Flk-l|^'|4, CD31^^4, 

CD 105^14. CD 49b^14, CD 49d|^tt. CD 29^14. CD 54^tt, CD 102^14, CD 
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17. ^h\^CD 14Ptt4. CD45Pt'tts CD 90Pttt. Flk-iPif*. CD Sipttt. 
CD lOSl^tt, CD 49bpit4. CD 49d|5it4, CD 29P^tt, CD 54^^-14. CD 102Ptt3£. CD 
1061^14*3 CD 44|^t4t?$>?), W3j?:3Sl2f2ttCC)«o 

18. IIHjlS;^^, CD 14Pt'|4, CD 45Pt'tt. CD 90|^'|4, Flk-iPtt4. CD 3iptt4, 
CD 105(^'|4, CD 49b|^ti, CD 49dPt't4. CD 29^tt, CD 54^tt. CD 102|St4s CD 

i06|^ti*3J:t)? CD 44^ti-efe5, f»5H:3Sl3|B*fe(7)«o 

19. Hoechst 33342^^«9iZs*^^V^, ff jJ^^lfE^cOiHflgo 

20. ft3^^3Sl~19(DV^Ttl./^)^l^}-tfi«c65«7)^^3M^»$tb5-L^t&»(^ 

mo 

23. ^!£ft:|l^^^fcf«^lill^S«?Ltft4^E&^(Z)^><7)-efc§, lt5RiIl~22<7)V>-r^x^^l 

25. mm:^^. -^^^'wm^M^^itm^mm bmsc(ferm BP-7043)-e^5. t^^mi 

~8(DV ^-m;ei^liI}c:|Bf^oo^l!ao 

26. ^fe^*:DNA(DjJ^i^^/Wt:(c:J:t)'M«{c:5)-^l:-rstg;^^W-rs. IS*:Sl~25 

27. ^fel^ DNA (Df&bi^/Ht:AK t"^^^—- If . 5 -r 1f j:t>V7«^/^;^/^ 
:7;^=35^t/K (DMSO) ^^f3;^^Si¥;?>^f33l tU'5^V^< 1 it }^ 

li3|trl26tS«c(?)^[flflao 

28. if sa^ij#-^ites-e^$ti.ST^y^gdM^W-rs7=>«^^— if-efc 
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31. D-4h:^4l^:d^^shL^hm^MmMm^ (PDGF) , m»«i#TOT-8 (FGF-8) . 

32. PDGF ^5ga^lJ#-^3^-/-c«5-e*$tbST^y»^lJ. FGF-8 ;^5fa^lJ|g:-^64-e^$ 

m^ti^T^ymmm. bmp-4 ;55ga^ij|i-^7o-t?^^;HaT5y^ia^j^^tT.^'tt#-rSs 

34. t'^^^-i^^i/^y^^^-efcS, ft 5t^li30|Sm(Z)H}ljjac 

35. ^^iaT-;6\ Nkx2.5/Csx, GATA4, MEF-2A, MEF-2B, MEF-2C, MEF-2D, 
dHAND, eHAND, TEF-l, TEF-3, TEF-5 *3J:D« MesPl :^^ib^^^M-^^ibMl'£th^(}^t^<t 

36. Nkx2.5/Csx ^Sgfi^lJU^g-e^^tl^^T^y^gB^IJ. GATA4 mim^ ^-HXM^ 

n^r^ymm^^i. MEF-2Ami.n^-^i3xm^n^T^ymm^^\. MEF-2B^sga^ij#-^i 
5-e^$tbST5y^ga^j. mef-2c ;e»sgB^j#-^i7-t?^$tb5r5y^ia^ij. mef-2d 
^ij#-^i9T^*$tLsr5/mia^ij. dHAND mm^^2ixm^n^rKymm^^\. 

eHAND ^5ga^lJ#-^23T«$ti.'5T5:y^ga?lJ. TEF-1 ;e)Sga^iJ||^25-eift$tl.5T5:y^ 
IS^J. TEF-3;0SSfl^J#-^27T*$tb-5T^/^ga?tJ, TEF-5 ;asgfi^iJ#-^29T«$ti'ST^ 

/M^ij. MesPi mim^^62xm^n?>r^ymmm^^th^^n^-r^. m^msbm 

37. mm^mmi)^^'bmfi^i^M(Dmm,^mmxh^^t^wmtir^mMm3omm 
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38. (fgf-2) icxy)'bmM-^<D:^it:dmp\^n^m^mi 

39. FGF-2 mmm^7^tcn8mmcor^ymmn^^ir=5 fgf-2 -c^^. mMm3 

42. mP^^mW PPAR- 7 ^^t4^bH^{ict'9fli£5m(^^<b-t-§tg;^^W-r§ff * 

ri 1 ~2 8c^ V ^-r ^ 1 IS \z.mwL(Dmmo 

43. t^rtS:^^: PPAR- y (omm\:m^ti^^ry^'}p:^i^'W^^^-r^i\:.^mx-^^^ 
47. ^fef* DNA com^^MtM^m^^x. mj^^i'-28(D\^^-my!)^imi^t^^<Dm 

49. ^fefls DNA (Dm?^^MtM^m^ ^r. CD 1 17Pti4*3J:I>^ CD 140|^14(^«^> 

51. f^'^^^—- ia^ij#-^iia«(z>T5:y^ia^ij-t?«$ti.57=>^^— ifX'fcs, it 
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»K>5^b7'^§S¥;i>^b5g{ms^>/^<^rt5i^-efc§^:i:^#mirt-S^lf*«52?S«4(7^;^ 

54. PDGF, (FGF-8) , ^^K-fey^^KETl), ^K;^? 
3it^53|H«<D;^?£o 

55. PDGF /i5|a^lJ^-^3*;^c^i5taicC0T5y^ga^l]. FGF-8 ;^SgB^IJ#-^64C0T5y^ 

57. t^'^^^;iSix^y^>^^-efe5. st3l^JS53|B*fecD;^^o 

58. Ss^H^^S^ Nkx2.5/Csx. GATA4, MEF-2A, MEF-2B, MEF-2C, MEF-2D, 
dHAND, eHAND, TEF-l, TEF-3, TEF-5 *Dj;D«MesPl t^hfj:^mii^hmVS.fh^'Pfj^<t 

59. Nkx2.5/Csx ^Sga^lJ^-^g-e^^tbST^y^iS^lJ. GATA4 min^^-llX^^ 
tb6T5:y^ia^lJ. MEF-2A^Sia^lJ||-^13-t?^$tb§T5:y^ifi^lJ. MEF-2B;dSiB^IJ#^l 

5i?s$tb-5r^/^ia^j, MEF-2C m^m^^nxm^n^T^jm^m. mef-2d mi 
m^^-i9x^^^^T^jmun. cihand mmm^-2ixm^f\^^r^ymum. 

.eHAND ^SiB^lJ#-^23-e*$tV'5T5:y^gfi^iJ, TEF-1 ^^&\m^2bXm^th^T^ym 

ifi^J. TEF-3 ;aSiE^IJ#-^27T*^^tbSr ^/^la^J, TEF-5 tm^m^-29X^^f\.^r^ 

y^gfl^lJ^W-f-'S. MesPl :$5gB^iJ#-^62-e*$tbSr5:y^gB?lJ^-€:ti^*tb#-r'5. ft* 
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62. m^^^mi^ PPAR- y OO^&t^'fbH^^^^ryy v?;r^'fr*^^Wi-'5'fb'g'#9-^'fc6r 

64. DNA (DU?^=f-/Hmi:^^^^^ti.x^^-r^^t^<^mt'r^'L^mm 

Mo 

65. DNA (Z)|^J,p<^7Wl:^l|;0S-T^V^y— if , 5-T1fV^i^:/*3.i:tJ« DMSO 

69. -t^^^;^-^^^5 PDGF, ltlt^»li^H^8 (FGF-8) , ^i^/p-feyi/KETl), ^K:^ 

68B2«(7).il^^K?|^fife^lJo 

70. PDGF ;05ia^lJ#-^3^;^c«5|2«(^T^y^ia^iJ. FGF-8 ^5iB^iJ||-^64c7)T^7^ 
IB^lJ. ETl ^^id?lJ#-^66-e^^;iT.ST3:yM^J, ^K;^^>-;5Sgfi^iJ||-^68T^$tv5T^ 

y^ia^j^ BMP-4 ;0sga^ij|i:-^7o-t?s$ti.6r^y^iB^j^^tb^'tbW-r5. WAl^^egiE 
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73. ftg^ia^/5\ Nkx2.5/Csx, GATA4, MEF-2A, MEF-2B. MEF-2C, MEF-2D. 
dHAND, eHAND. TEF-l, TEF-3, TEF-5 -idX-XI MesPl t^hfi:^mt^hm\-tfh^^pfi:<t 

74. Nkx2.5/Csx ^SfB^lJ^^gfE^cor^y^iB^JT-^^tl.a. GATA4 iimn^^l 1 

BBitcoT^y^sa^j, MEF-2A ;^5jifl^j|i^i3i2«(7)T^/^ga^ij. MEF-2B mmm^i 

5UWL(Dr%ymw:n. mef-2c f)mim^^nuWLo:>r^j^w.n. mef-2d 

19tB«(7)T^y^Sfl^lJ. dHAND;aS|g^iJ#-^2ltB«(7)T5:/^@fi^lJ, eHAND ^S@a^lJ$-§-2 

3is-«<7)T5:y@?ifi^ij. TEF-1 mmm^2bmWL<DT^ymMm. tef-s ;e)SgB^ij#-^27 

ffi^c^T^y^ia^. TEF-5 mm-^^29t-^m(DT^jm^^ns MesPl ;i^SB^IJ#^62tfl 

li3R^l~46(Dv^Ttv/5^lJ^^cf^*g(^*fflflS^W'^^^^LT-^wr6>^)ii^^Sf^^ 

80. tt3i^JSi~46(7)V^TtL;d^l^(^IEm(^*EBfl^^:fe^mi:LTfflv>S^^^#m^i-§, 

81. f#*:«8otfi«(D;b-jfe-em#$ti.fcin:f*:^ffiv^6::i^#mt-rs^ miK^l^AS 

82. IfjIiJSi ~46(Z)V ^-fiT^d^i:® {c:|E4fe<^*BliS^ffl V ^^:it^mWih-i-^. tmm\^ 
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fe5fi5jtJS86i2<fe<5o:^?jfeo 
S)Sff5f^jS88ta«c^f^:^^o 

90. tt3j<iii~466Qv ^'rfyA^im^mn(Dmm&-^A^fz.mm±Mo 

91. if5|t:S90iB«<^)i:t«-L?t^>^v^-5r^^#mt-rs> ft*:3Sl~46(^)v^-rt^.;^|^l 
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ia ^'j m. 

SEQUENCING LISTING 

<110> KYOWA HAKKO KOGYO CO., LTD 

<111> THE CELL HAVING THE POTENTIALITY OF DIFFERENTIATION INTO 
CARDIOMYOCYTES 

<130> 11217W03 

<140> 
<141> 

<150> HI 1-372826 
<151> 1999-12-28 

<150> PCT-JPOO-01148 
<151> 2000-02-28 

<150> PCT-JPOO-07741 
<151> 2000-11-02 

<160>80 

<170> Patent In Ver.2.0 

<210> 1 

<211> 411 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Met Arg Ala His Pro Gly Gly Gly Arg Cys Cys Pro Glu Gin Glu Glu 

1.5 10 15 

Gly Glu Ser Ala Ala Gly Gly Ser Gly Ala Gly Gly Asp Ser Ala He 

20 25 30 

Glu Gin Gly Gly Gin Gly Ser Ala Leu Ala Pro Ser Pro Val Ser Gly 
35 40 45 
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Val Arg Arg Glu Gly Ala Arg Gly Gly Gly Arg Gly Arg Gly Arg Trp 

50 55 60 

Lys Gin Ala Gly Arg Gly Gly Gly Val Cys Gly Arg Gly Arg Gly Arg 
65 70 75 80 

Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg 

85 90 95 

Pro Pro Ser Gly Gly Ser Gly Leu Gly Gly Asp Gly Gly Gly Cys Gly 

100 105 110 

Gly Gly Gly Ser Gly Gly Gly Gly Ala Pro Arg Arg Glu Pro Val Pro 

115 120 125 

Phe Pro Ser Gly Ser Ala Gly Pro Gly Pro Arg Gly Pro Arg Ala Thr 

130 135 140 

Glu Ser Gly Lys Arg Met Asp Cys Pro Ala Leu Pro Pro Gly Trp Lys 
145 150 155 160 

Lys Glu Glu Val lie Arg Lys Ser Gly Leu Ser Ala Gly Lys Ser Asp 

165 170 175 

Val Ty.r Tyr Phe Ser Pro Ser Gly Lys Lys Phe Arg Ser Lys Pro Gin 

180 185 190 

Leu Ala Arg Tyr Leu Gly Asn Thr Val Asp Leu Ser Ser Phe Asp Phe 

195 200 205 

Arg Thr Gly Lys Met Met Pro Ser Lys Leu Gin Lys Asn Lys Gin Arg 

210 215 220 

Leu Arg Asn Asp Pro Leu Asn Gin Asn Lys Gly Lys Pro Asp Leu Asn 
225 230 235 240 

Thr Thr Leu Pro He Arg Gin Thr Ala Ser lie Phe Lys Gin Pro Val 

245 250 255 

Thr Lys Val Thr Asn His Pro Ser Asn Lys Val Lys Ser Asp Pro Gin 

260 265 270 

Arg Met Asn Glu Gin Pro Arg Gin Leu Phe Trp Glu Lys Arg Leu Gin 

275 280 285 

Gly Leu Ser Ala Ser Asp Val Thr Glu Gin He He Lys Thr Met Glu 

290 295 300 

Leu Pro Lys Gly Leu Gin Gly Val Gly Pro Gly Ser Asn Asp Glu Thr 
305 310 315 320 

Leu Leu Ser Ala Val Ala Ser Ala Leu His Thr Ser Ser Ala Pro He 
325 330 335 
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Thr Gly Gin Val Ser Ala Ala Val Glu Lys Asn Pro Ala Val Trp Leu 

340 345 350 

Asn Thr Ser Gin Pro Leu Cys Lys Ala Phe He Val Thr Asp Glu Asp 

355 360 365 

He Arg Lys Gin Glu Glu Arg Val Gin Gin Val Arg Lys Lys Leu Glu 

370 375 380 

Glu Ala Leu Met Ala Asp He Leu Ser Arg Ala Ala Asp Thr Glu Glu 
385 390 395 400 

Met Asp He Glu Met Asp Ser Gly Asp Glu Ala 
405 410 

<210> 2 
<211> 1233 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 
<223> (1)..(1236) 
<400> 2 

atg cgc gcg cac ccg ggg gga ggc cgc tgc tgc ccg gag cag gag gag 48 
Met Arg Ala His Pro Gly Gly Gly Arg Cys Cys Pro Glu Gin Glu Glu 

15 10 15 

ggg g£ig agt gcg gcg ggc ggc age ggc get ggc ggc gac tec gee ata 96 
Gly Glu Ser Ala Ala Gly Gly Ser Gly Ala Gly Gly Asp Ser Ala He 

20 25 30 

gag cag ggg ggc cag ggc age gcg etc gcc ccg tec ccg gtg age ggc 144 
Glu Gin Gly Gly Gin Gly Ser Ala Leu Ala Pro Ser Pro Val Ser Gly 

35 40 45 

gtg cgc agg gaa ggc get egg ggc ggc ggc cgt ggc egg ggg egg tgg 192 
Val Arg Arg Glu Gly Ala Arg Gly Gly Gly Arg Gly Arg Gly Arg Trp 

50 55 60 

aag cag gcg ggc egg ggc ggc ggc gte tgt ggc cgt ggc egg ggc egg 240 
Lys Gin Ala Gly Arg Gly Gly Gly Val Cys Gly Arg Gly Arg Gly Arg 
65 70 75 80 

ggc cgt ggc egg gga egg gga egg ggc egg ggc egg ggc cgc ggc cgt 288 
Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg Gly Arg 
85 90 95 
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ccc ccg agt ggc ggc age ggc ctt ggc ggc gac ggc ggc ggc tgc ggc 336 
Pro Pro Ser Gly Gly Ser Gly Leu Gly Gly Asp Gly Gly Gly Cys Gly 

100 105 110 

ggc ggc ggc age ggt gge ggc ggc gee ccc egg egg gag ccg gtc cct 384 
Gly Gly Gly Ser Gly Gly Gly Gly Ala Pro Arg Arg Glu Pro Val Pro 

115 120 125 

ttc ccg teg ggg age geg ggg ccg ggg ecc agg gga ccc egg gee acg 432 
Phe Pro Ser Gly Ser Ala Gly Pro Gly Pro Arg Gly Pro Arg Ala Thr 

130 135 140 

gag age ggg aag agg atg gat tgc ccg gcc etc ccc ccc gga tgg aag 480 
Glu Ser Gly Lys Arg Met Asp Cys Pro Ala Leu Pro Pro Gly Trp Lys 
145 150 155 160 

aag gag gaa gtg ate cga aaa tct ggg eta agt get ggc aag age gat 528 
Lys Glu Glu Val He Arg Lys Ser Gly Leu Ser Ala Gly Lys Ser Asp 

165 170 175 

gtc tac tac ttc agt eca agt ggt aag aag ttc aga age aag cct cag 576 
Val Tyr Tyr Phe Ser Pro Ser Gly Lys Lys Phe Arg Ser Lys Pro Gin 

180 185 190 

ttg gea agg tac etg gga aat act gtt gat etc age agt ttt gac ttc 624 
Leu Ala Arg Tyr Leu Gly Asn Thr Val Asp Leu Ser Ser Phe Asp Phe 

195 200 205 

aga act gga aag atg atg cct agt aaa tta cag aag aac aaa cag aga 672 
Arg Thr Gly Lys Met Met Pro Ser Lys Leu Gin Lys Asn Lys Gin Arg 

210 215 220 

ctg ega aac gat cct etc aat caa aat aag ggt aaa eca gac ttg aat 720 
Leu Arg Asn Asp Pro Leu Asn Gin Asn Lys Gly Lys Pro Asp Leu Asn 
225 230 235 240 

aca aca ttg eca att aga caa aea gea tea att ttc aaa caa ccg gta 768 
Thr Thr Leu Pro lie Arg Gin Thr Ala Ser He Phe Lys Gin Pro Val 

245 250 255 

ace aaa gtc aca aat cat cct agt aat aaa gtg aaa tea gac eca caa 816 
Thr Lys Val Thr Asn His Pro Ser Asn Lys Val Lys Ser Asp Pro Gin 

260 265 270 

cga atg aat gaa cag eca egt cag ctt ttc tgg gag aag agg eta caa 864 
Arg Met Asn Glu Gin Pro Arg Gin Leu Phe Trp Glu Lys Arg Leu Gin 

275 280 285 
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gga ctt agt gca tea gat gta aca gaa caa att ata aaa acc atg gaa 912 
Gly Leu Ser Ala Ser Asp Val Thr Glu Gin He He Lys Thr Met Glu 

290 295 300 

eta ece aaa ggt ett eaa gga gtt ggt eea ggt age aat gat gag acc 960 
Leu Pro Lys Gly Leu Gin Gly Val Gly Pro Gly Ser Asn Asp Glu Thr 
305 310 315 320 

ctt tta tct get gtt gee agt get ttg cac aca age tct geg eea ate 1008 
Leu Leu Ser Ala Val Ala Ser Ala Leu His Thr Ser Ser Ala Pro He 

325 330 335 

aca ggg caa gtc tec get get gtg gaa aag aac cct get gtt tgg ctt 1056 
Thr Gly Gin Val Ser Ala Ala Val Glu Lys Asn Pro Ala Val Trp Leu 

340 345 350 

aac aca tct caa. cec etc tgc £iaa get ttt att gtc aca gat gaa gae 1104 
Asn Thr Ser Gin Pro Leu Cys Lys Ala Phe He Val Thr Asp Glu Asp 

355 360 365 

ate agg aaa eag gaa gag ega gta eag eaa gta ege aag aaa ttg gaa 1152 
He Arg Lys Gin Glu Glu Arg Val Gin Gin Val Arg Lys Lys Leu Glu 

370 375 380 

gaa gca ctg atg gca gae ate ttg teg ega get get gat aea gaa gag 1200 
Glu Ala Leu Met Ala Asp He Leu Ser Arg Ala Ala Asp Thr Glu Glu 
385 390 395 400 

atg gat att gaa atg gae agt gga gat gaa gee 1233 
Met Asp He Glu Met Asp Ser Gly Asp Glu Ala 

405 410 

<210> 3 

<211> 196 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Met Arg Thr Leu Ala Cys Leu Leu Leu Leu Gly Cys Gly Tyr Leu Ala 

15 10 15 

His Val Leu Ala Glu Glu Ala Glu He Pro Arg Glu Val He Glu Arg 

20 25 30 

Leu Ala Arg Ser Gin He His Ser He Arg Asp Leu Gin Arg Leu Leu 

35 40 45 

Glu He Asp Ser Val Gly Ser Glu Asp Ser Leu Asp Thr Ser Leu Arg 
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50 55 60 

Ala His Gly Val His Ala Thr Lys His Val Pro Glu Lys Arg Pro Leu 
65 70 75 80 

Pro He Arg Arg Lys Arg Ser He Glu Glu Ala Val Pro Ala Val Cys 

85 90 95 

Lys Thr Arg Thr Val He Tyr Glu lie Pro Arg Ser Gin Val Asp Pro 

100 105 110 

Thr Ser Ala Asn Phe Leu He Trp Pro Pro Cys Val Glu Val Lys Arg 

115 120 125 

Cys Thr Gly Cys Cys Asn Thr Ser Ser Val Lys Cys Gin Pro Ser Arg 

130 135 140 

Val His His Arg Ser Val Lys Val Ala Lys Val Glu Tyr Val Arg Lys 
145 150 155 160 

Lys Pro Lys Leu Lys Glu Val Gin Val Arg Leu Glu Glu His Leu Glu 

165 170 175 

Cys Ala Cys Ala Thr Thr Ser Leu Asn Pro Asp Tyr. Arg Glu Glu Asp 

180 185 190 

Thr Asp Val Arg 
195 

<210> 4 

<211> 588 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(591) 

<400> 4 

atg agg acc ttg get tgc ctg ctg etc etc ggc tgc gga tac etc gcc 48 
Met Arg Thr Leu Ala Cys Leu Leu Leu Leu Gly Cys Gly Tyr Leu Ala 
,1 5 10 15 

cat gtt ctg gcc gag gaa gcc gag ate ccc cgc gag gtg ate gag agg 96 
His Val Leu Ala Glu Glu Ala Glu He Pro Arg Glu Val He Glu Arg 

20 25 30 

ctg gcc cgc agt cag ate cac age ate egg gac etc cag cga etc ctg 144 
Leu Ala Arg Ser Gin He His Ser He Arg Asp Leu Gin Arg Leu Leu 
35 40 45 
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gag ata gac tec gta ggg agt gag gat tct ttg gac acc age etg aga 192 
Glu He Asp Ser Val Gly Ser Glu Asp Ser Leu Asp Thr Ser Leu Arg 

50 55 60 

get eae ggg gtc eae gee act aag cat gtg ccc gag aag egg ccc ctg 240 
Ala His Gly Val His Ala Thr. Lys His Val Pro Glu Lys Arg Pro Leu 
65 70 75 80 

ccc att egg agg aag aga age ate gag gaa get gtc ccc get gtc tgc 288 
Pro lie Arg Arg Lys Arg Ser He Glu Glu Ala Val Pro Ala Val Cys 

85 90 95 

aag acc agg acg gtc att tac gag att cct egg agt cag gtc gac ccc 336 
Lys Thr Arg Thr Val He Tyr Glu He Pro Arg Ser Gin Val Asp Pro 

100 105 110 

acg tec gee aac ttc ctg ate tgg ccc ccg tgc gtg gag gtg aaa cgc 384 
Thr Ser Ala Asn Phe Leu He Trp Pro Pro Cys Val Glu Val Lys Arg 

115 120 125 

tgc ace gge tgc tgc aac acg age agt gtc ciag tgc cag ccc tec cgc 432 
Cys Thr Gly Cys Cys Asn Thr Ser Ser Val Lys Cys Gin Pro Ser Arg 

130 135 140 

gtc eac eae cge age gtc aag gtg gee aag gtg gaa tac gtc agg aag 480 
Val His His Arg Ser Val Lys Val Ala Lys Val Glu Tyr Val Arg Lys 
145 150 155 160 

aag cca aaa tta aaa gaa gtc cag gtg agg tta gag gag eat ttg gag 528 
Lys Pro Lys Leu Lys Glu Val Gin Val Arg Leu Glu Glu His Leu Glu 

165 170 175 

tgc gee tgc gcg acc aca age ctg aat ccg gat tat egg gaa. gag gac 576 
Cys Ala Cys Ala Thr Thr Ser Leu Asn Pro Asp Tyr Arg Glu Glu Asp 

180 185 190 

acg gat gtg agg 588 
Thr Asp Val Arg 
195 

<210> 5 
<211> 241 
<212> PRT 
<213> Homo sapiens 
<400> 5 

Met Asn Arg Cys Trp Ala Leu Phe Leu Ser Leu Cys Cys Tyr Leu Arg 
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15 10 15 

Leu Val Ser Ala Glu Gly Asp Pro He Pro Glu Glu Leu Tyr Glu Met 

20 25 30 

Leu Ser Asp His Ser He Arg Ser Phe Asp Asp Leu Gin Arg Leu Leu 

35 40 45 

His Gly Asp Pro Gly Glu Glu Asp Gly Ala Glu Leu Asp Leu Asn Met 

50 55 60 

Thr Arg Ser His Ser Gly Gly Glu Leu Glu Ser Leu Ala Arg Gly Arg 
65 70 75 80 

Arg Ser Leu Gly Ser Leu Thr He Ala Glu Pro Ala Met He Ala Glu 

85 90 95 

Cys Lys Thr Arg Thr Glu Val Phe Glu He Ser Arg Arg Leu He Asp 

100 105 110 

Arg Thr Asn Ala Asn Phe Leu Val Trp Pro Pro Cys Val Glu Val Gin 

115 120 125 

Arg Cys Ser Gly Cys Cys Asn Asn Arg Asn Val Gin Cys Arg Pro Thr 

130 135 140 

Gin Val Gin Leu Arg Pro Val Gin Val Arg Lys He Glu He Val Arg 
145 150 155 160 

Lys Lys Pro He Phe Lys Lys Ala Thr Val Thr Leu Glu Asp His Leu 

165 170 175 

Ala Cys Lys Cys Glu Thr Val Ala Ala Ala Arg Pro Val Thr Arg Ser 

180 185 190 

Pro Gly Gly Ser Gin Glu Gin Arg Ala Lys Thr Pro Gin Thr Arg Val 

195 200 205 

Thr He Arg Thr Val Arg Val Arg Arg Pro Pro Lys Gly Lys His Arg 

210 215 220 

Lys Phe Lys His Thr His Asp Lys Thr Ala Leu Lys Glu Thr Leu Gly 
225 230 235 240 

Ala 

<210> 6 

<211> 723 

<212> DNA, 

<213> Homo sapiens 

<220> 

<221> CDS 
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<223> (1)..(726) 
<400> 6 

atg aat cgc tgc tgg gcg etc ttc ctg tct etc tgc tgc tac ctg cgt 48 
Met Asn Arg Cys Trp Ala Leu Phe Leu Ser Leu Cys Cys Tyr Leu Arg 

15 10 15 

ctg gtc age gee gag ggg gac ccc att ccc gag gag ctt tat gag atg 96 
Leu Val Ser Ala Glu Gly Asp Pro He Pro Glu Glu Leu Tyr Glu Met 

20 25 30 

ctg agt gac cac teg ate egc tec ttt gat gat etc caa cgc ctg ctg 144 
Leu Ser Asp His Ser lie Arg Ser Phe Asp Asp Leu Gin Arg Leu Leu 

35 40 45 

cae gga gac ccc gga gag gaa gat ggg gee gag ttg gac ctg aac atg 192 
His Gly Asp Pro Gly Glu Glu Asp Gly Ala Glu Leu Asp Leu Asn Met 

. 50 55 60 

ace egc tee eae tet gga gge gag ctg gag age ttg get cgt gga aga 240 
Thr. Arg Ser His Ser Gly Gly Glu Leu Glu Ser Leu Ala. Arg Gly Arg 
65 70 75 80 

agg age ctg ggt tec ctg ace att get gag eeg gee atg ate gee gag 288 
Arg Ser Leu Gly Ser Leu Thr lie Ala Glu Pro Ala Met He Ala Glu 

85 90 95 

tge aag acg cgc ace gag gtg ttc gag ate tec egg egc etc ata gac 336 
Cys Lys Thr Arg Thr Glu Val Phe Glu He Ser Arg Arg Leu He Asp 

100 105 110 

cgc ace aac gcc aac ttc ctg gtg tgg ccg ccc tgt gtg gag gtg cag 384 
Arg Thr Asn Ala Asn Phe Leu Val Trp Pro Pro Cys Val Glu Val Gin 

115 120 125 

cgc tgc tec ggc tgc tgc aac aac cgc aac gtg cag tgc cgc ccc ace 432 
Arg Cys Ser Gly Cys Cys Asn Asn Arg Asn Val Gin Cys Arg Pro Thr 

130 135 140 

eag gtg cag ctg cga cet gtc eag gtg aga aag ate gag att gtg egg 480 
Gin Val Gin Leu Arg Pro Val Gin Val Arg Lys He Glu He Val Arg 
145 150 155 160 

aag aag cea ate ttt aag aag gee acg gtg acg ctg gaa gac cac ctg 528 
Lys Lys Pro He Phe Lys Lys Ala Thr Val Thr Leu Glu Asp His Leu 

165 170 175 

gca tgc aag tgt gag aca gtg gea get gca egg cet gtg acc cga age 576 
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Ala Cys Lys Cys Glu Thr Val Ala Ala Ala Arg Pro Val Thr Arg Ser 

180 185 190 

ccg ggg ggt tec cag gag cag cga gcc aaa acg ccc caa act egg gtg 624 
Pro Gly Gly Ser Gin Glu Gin Arg Ala Lys Thr Pro Gin Thr Arg Val 

195 200 205 

ace att egg aeg gtg cga gtc ege egg cce ccc aag ggc aag cac egg 672 
Thr He Arg Thr Val Arg Val Arg Arg Pro Pro Lys Gly Lys His Arg 

210 215 220 

aaa ttc aag cac acg cat gac aag acg gca ctg aag gag acc ctt gga 720 
Lys Phe Lys His Thr His Asp Lys Thr Ala Leu Lys Glu Thr Leu Gly 
225 230 235 240 

gcc 723 
Ala 

<210> 7 
<211> 155 
<212> PRT 

<213> Homo sapiens 
<400> 7 

Met Ala Ala Gly Ser lie Thr Thr Leu Pro Ala Leu Pro Glu Asp Gly 

1 5 10 15 

Gly Ser Gly Ala Phe Pro Pro Gly His Phe Lys Asp Pro Lys Arg Leu 

20 25 30 

Tyr Cys Lys Asn Gly Gly Phe Phe Leu Arg lie His Pro Asp Gly Arg 

35 40 45 

Val Asp Gly Val Arg Glu Lys Ser Asp Pro His He Lys Leu Gin Leu 

50 55 60 

Gin Ala Glu Glu Arg Gly Val Val Ser He Lys Gly Val Cys Ala Asn 
65 70 75 80 

Arg Tyr Leu Ala Met Lys Glu Asp Gly Arg Leu Leu Ala Ser Lys Cys 

85 90 95 

Val Thr Asp Glu Cys Phe Phe Phe Glu Arg Leu Glu Ser Asn Asn Tyr 

100 105 110 

Asn Thr Tyr Arg Ser Arg Lys Tyr Thr Ser Trp Tyr Val Ala Leu Lys 

115 120 125 

Arg Thr Gly Gin Tyr Lys Leu Gly Ser Lys Thr Gly Pro Gly Gin Lys 
130 135 140 
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Ala He Leu Phe Leu Pro Met Ser Ala Lys Ser 

145 150 

<210> 8 

<211> 465 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(468) 

<400> 8 

atg gca gcc ggg age ate ace acg ctg ccc gcc ttg ceo gag gat ggc 48 
Met Ala Ala Gly Ser He Thr Thr Leu Pro Ala Leu Pro Glu Asp Gly 

15 10 15 

ggc age ggc gcc ttc ccg ccc ggc cac ttc aag gac ccc. aag egg ctg 96 
Gly Ser Gly Ala Phe Pro Pro Gly His Phe Lys Asp Pro Lys Arg Leu 

20 25 30 

tac tgc aaa aac ggg ggc ttc ttc ctg cgc ate cac ccc gac ggc cga 144 
Tyr Cys Lys Asn Gly Gly Phe Phe Leu Arg He His Pro Asp Gly Arg 

35 40 45 

gtt gac ggg gtc egg gag aag age gac cct cac ate aag eta caa ctt 192 
Val Asp Gly Val Arg Glu Lys Ser Asp Pro His He Lys Leu Gin Leu 

50 55 60 

caa gca gaa gag aga gga gtt gtg tet ate aaa gga gtg tgt get aac 240 
Gin Ala Glu Glu Arg Gly Val Val Ser He Lys Gly Val Cys Ala Asn 
65 70 . 75 80 

cgt tac ctg get atg aag gaa gat gga aga tta ctg get tct aaa tgt 288 
Arg Tyr Leu Ala Met Lys Glu Asp Gly Arg Leu Leu Ala Ser Lys Cys 

85 90 95 

gtt acg gat gag tgt ttc ttt ttt gaa cga ttg gaa tct £iat aac tac 336 
Val Thr Asp Glu Cys Phe Phe Phe Glu Arg Leu Glu Ser Asn Asn Tyr 

100 105 110 

aat act tac egg tea agg aaa tac ace agt tgg tat gtg gca ttg aaa 384 
Asn Thr Tyr Arg Ser Arg Lys Tyr Thr Ser Trp Tyr Val Ala Leu Lys 

115 120 125 

cga act ggg cag tat aaa ctt gga tec aaa aca gga cct ggg cag aaa 432 
Arg Thr Gly Gin Tyr Lys Leu Gly Ser Lys Thr Gly Pro Gly Gin Lys 



11/90 



wo 01/48151 



PCT/JPOO/09323 



130 135 



140 



get ata ctt ttt ctt cca atg tct get aag cigc 
Ala He Leu Phe Leu Pro Met Ser Ala Lys Ser 
145 150 155 



465 



<210> 9 
<211> 324 
<212> PRT 
<213> Homo sapiens 
<400> 9 

Met Phe Pro Ser Pro Ala Leu Thr Pro Thr Pro Phe Ser Val Lys Asp 

15 10 15 

He Leu Asn Leu Glu Gin Gin Gin Arg Ser Leu Ala Ala Ala Gly Glu 

20 25 30 

Leu Ser Ala Arg Leu Glu Ala Thr Leu Ala Pro Ser Ser. Cys Met Leu 

35 40 45 

Ala Ala Phe Lys Pro Glu Ala Tyr Ala Gly Pro Glu Ala Ala Ala Pro 

50 55 60 

Gly Leu Pro Glu Leu Arg Ala Glu Leu Gly Arg Ala Pro Ser Pro Ala 
65 70 75 80 

Lys Cys Ala Ser Ala Phe Pro Ala Ala Pro Ala Phe Tyr Pro Arg Ala 

85 90 95 

Tyr Ser Asp Pro Asp Pro Ala Lys Asp Pro Arg Ala Glu Lys Lys Glu 

100 105 110 

Leu Cys Ala Leu Gin Lys Ala Val Glu Leu Glu Lys Thr Glu Ala Asp 

115 120 125 

Asn Ala Glu Arg Pro Arg Ala Arg Arg Arg Arg Lys Pro Arg Val Leu 

130 135 140 

Phe Ser Gin Ala Gin Val Tyr Glu Leu Glu Arg Arg Phe Lys Gin Gin 
145 150 155 160 

Arg Tyr Leu Ser Ala Pro Glu Arg Asp Gin Leu Ala Ser Val Leu Lys 

165 170 175 

Leu Thr Ser Thr Gin Val Lys He Trp Phe Gin Asn Arg Arg Tyr Lys 

180 185 190 

Cys Lys Arg Gin Arg Gin Asp Gin Thr Leu Glu Leu Val Gly Leu Pro 

195 200 205 

Pro Pro Pro Pro Pro Pro Ala Arg Arg He Ala Val Pro Val Leu Val 
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210 215 220 

Arg Asp Gly Lys Pro Cys Leu Gly Asp Ser Ala Pro Tyr Ala Pro Ala 
225 230 235 240 

Tyr Gly Val Gly Leu Asn Pro Tyr Gly Tyr Asn Ala Tyr Pro Ala Tyr 

245 250 255 

Pro Gly Tyr Gly Gly Ala Ala Cys Ser Pro Gly Tyr Ser Cys Thr Ala 

260 265 270 

Ala Tyr Pro Ala Gly Pro Ser Pro Ala Gin Pro Ala Thr Ala Ala Ala 

275 280 285 

Asn Asn Asn Phe Val Asn Phe Gly Val Gly Asp Leu Asn Ala Val Gin 

290 295 300 

Ser Pro Gly He Pro Gin Ser Asn Ser Gly Val Ser Thr Leu His Gly 
305 310 315 320 

He Arg Ala Trp 

<210> 10 
<211> 972 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(975) 

<400> 10 

atg ttc ccc age cct get etc acg ccc acg ccc ttc tea gtc aaa gac 48 
Met Phe Pro Ser Pro Ala Leu Thr Pro Thr Pro Phe Ser Val Lys Asp 

15 10 15 

ate eta aac ctg gaa cag cag cag cgc age ctg get gee gcc gga gag 96 
He Leu Asn Leu Glu Gin Gin Gin Arg Ser Leu Ala Ala Ala Gly Glu 

20 25 30 

etc tct gcc cgc ctg gag gcg acc ctg gcg ccc tec tec tgc atg ctg 144 
Leu Ser Ala Arg Leu Glu Ala Thr Leu Ala Pro Ser Ser Cys Met Leu 

35 40 45 

gcc gcc ttc aag cca gag gcc tac get ggg ccc gag gcg get gcg ccg 192 
Ala Ala Phe Lys Pro Glu Ala Tyr Ala Gly Pro Glu Ala Ala Ala Pro 

50 55 60 

ggc etc cca gag ctg cgc gea gag ctg ggc cgc gcg cct tea ccg gee 240 
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Gly Leu Pro Glu Leu Arg Ala Glu Leu Gly Arg Ala Pro Ser Pro Ala 
65 70 75 80 

aag tgt gcg tct gcc ttt ccc gcc gcc ccc gcc ttc tat cca cgt gcc 288 
Lys Cys Ala Ser Ala Phe Pro Ala Ala Pro Ala Phe Tyr Pro Arg Ala 

85 90 95 

tac age gac ccc gac cca gcc aag gac cct aga gcc gaa aag aaa gag 336 
Tyr Ser Asp Pro Asp Pro Ala Lys Asp Pro Arg Ala Glu Lys Lys Glu 

100 105 110 

ctg tgc gcg ctg cag aag gcg gtg gag ctg gag aag aca gag gcg gac 384 
Leu Cys Ala Leu Gin Lys Ala Val Glu Leu Glu Lys Thr Glu Ala Asp 

115 120 125 

aac gcg gag egg ccc egg gcg cga egg egg agg aag ccg cgc gtg etc 432 
Asn Ala Glu Arg Pro Arg Ala Arg Arg Arg Arg Lys Pro Arg Val Leu 

130 135 140 

ttc teg cag gcg cag gtc tat gag ctg gag egg cgc ttc aag cag cag 480 
Phe Ser Gin Ala Gin Val Tyr Glu Leu Glu Arg Arg Phe Lys Gin Gin 
145 150 155 160 

egg tac ctg teg gcc ccc gaa ege gac cag ctg gee age gtg ctg aaa 528 
Arg Tyr Leu Ser Ala Pro Glu Arg Asp Gin Leu Ala Ser Val Leu Lys 

165 170 175 

etc acg tec aeg cag gtc aag ate tgg ttc cag aac egg cgc tac aag 576 
Leu Thr Ser Thr Gin Val Lys He Trp Phe Gin Asn Arg Arg Tyr Lys 

180 185 190 

tgc aag egg cag egg cag gac cag act ctg gag ctg gtg ggg ctg ccc 624 
Cys Lys Arg Gin Arg Gin Asp Gin Thr Leu Glu Leu Val Gly Leu Pro 

195 200 205 

ccg ccg ccg ccg ccg cct gee cgc agg ate gcg gtg cca gtg ctg gtg 672 
Pro Pro Pro Pro Pro Pro Ala Arg Arg lie Ala Val Pro Val Leu Val 

210 215 220 

cgc gat ggc aag cca tgc eta ggg gac teg gcg ccc tac gcg cct gee 720 
Arg Asp Gly Lys Pro Cys Leu Gly Asp Ser Ala Pro Tyr Ala Pro Ala 
225 230 235 240 

tac ggc gtg ggc etc aat ccc tac ggt tat aac gcc tac ccc gee tat 768 
Tyr Gly Val Gly Leu Asn Pro Tyr Gly Tyr Asn Ala Tyr Pro Ala Tyr 

245 250 255 

ccg ggt tac ggc ggc gcg gcc tgc age cct ggc tac age tgc act gcc 816 
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Pro Gly Tyr Gly Gly Ala Ala Cys Ser Pro Gly Tyr Ser Cys Thr Ala 

260 265 270 

get tac ccc gcc ggg cct tec cca geg eag eeg gee act gcc gcc gee 864 
Ala Tyr Pro Ala Gly Pro Ser Pro Ala Gin Pro Ala Thr Ala Ala Ala 

275 280 285 

aac aac aac ttc gtg aac ttc ggc gtc ggg gac ttg aat geg gtt cag 912 
Asn Asn Asn Phe Val Asn Phe Gly Val Gly Asp Leu Asn Ala Val Gin 

290 295 300 

age ccc ggg att ccg cag age aac teg gga gtg tec acg etg cat ggt 960 
. Ser Pro Gly He Pro Gin Ser Asn Ser Gly Val Ser Thr Leu His Gly 
305 310 315 320 

ate cga gcc tgg 972 
He Arg Ala Trp 
324 

<210> 11 
<211> 442 
<212> PRT 

<213> Homo sapiens 
<400> 11 

Met Tyr Gin Ser Leu Ala Met Ala Ala Asn His Gly Pro Pro Pro Gly 

15 10 15 

Ala Tyr Gin Ala Gly Gly Pro Gly Pro Phe Met His Gly Ala Gly Ala 

20 25 30 

Ala Ser Ser Pro Val Tyr Leu Pro Thr Pro Arg Val Pro Ser Ser Val 

35 40 45 

Leu Gly Leu Ser Tyr Leu Gin Gly Gly Gly Ala Gly Ser Ala Ser Gly 

50 55 60 

Gly Pro Ser Gly Gly Ser Pro Gly Gly Ala Ala Ser Gly Ala Gly Pro 
65 70 75 80 

Gly Thr Gin Gin Gly Ser Pro Gly Trp Ser Gin Ala Gly Ala Thr Gly 

85 90 95 

Ala Ala Tyr Thr Pro Pro Pro Val Ser Pro Arg Phe Ser Phe Pro Gly 

100 105 110 

Thr Thr Gly Ser Leu Ala Ala Ala Ala Ala Ala Ala Ala Ala Arg Glu 

115 120 125 

Ala Ala Ala Tyr Ser Ser Gly Gly Gly Ala Ala Gly Ala Gly Leu Ala 
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130 135 140 

Gly Arg Glu Gin Tyr Gly Arg Ala Gly Phe Ala Gly Ser Tyr Ser Ser 
145 150 155 160 

Pro Tyr Pro Ala Tyr Met Ala Asp Val Gly Ala Ser Trp Ala Ala Ala 

165 170 175 

Ala Ala Ala Ser Ala Gly Pro Phe Asp Ser Pro Val Leu His Ser Leu 

180 185 190 

Pro Gly Arg Ala Asn Pro Ala Ala Arg His Pro Asn Leu Asp Met Phe 

195 200 205 

Asp Asp Phe Ser Glu Gly Arg Glu Cys Val Asn Cys Gly Ala Met Ser 

210 215 220 

Thr Pro Leu Trp Arg Arg Asp Gly Thr Gly His Tyr Leu Cys Asn Ala 
225 230 235 240 

Cys Gly Leu Tyr His Lys Met Asn Gly lie Asn Arg Pro Leu He Lys 

245 250 255 

Pro Gin Arg Arg Leu Ser Ala Ser Arg Arg Val Gly Leu Ser Cys Ala 

260 265 270 

Asn Cys Gin Thr Thr Thr Thr Thr Leu Trp Arg Arg Asn Ala Glu Gly 

275 280 285 

Glu Pro Val Cys Asn Ala Cys Gly Leu Tyr Met Lys Leu His Gly Val 

290 295 300 

Pro Arg Pro Leu Ala Met Arg Lys Glu Gly He Gin Thr Arg Lys Arg 
305 310 315 320 

Lys Pro Lys Asn Leu Asn Lys Ser Lys Thr Pro Ala Ala Pro Ser Gly 

325 330 335 

Ser Glu Ser Leu Pro Pro Ala Ser Gly Ala Ser Ser Asn Ser Ser Asn 

340 345 350 

Ala Thr Thr Ser Ser Ser Glu Glu Met Arg Pro He Lys Thr Glu Pro 

355 360 365 

Gly Leu Ser Ser His Tyr Gly His Ser Ser Ser Val Ser Gin Thr Phe 

370 375 380 

Ser Val Ser Ala Met Ser Gly His Gly Pro Ser He His Pro Val Leu 
385 390 395 400 

Ser Ala Leu Lys Leu Ser Pro Gin Gly Tyr Ala Ser Pro Val Ser Gin 

405 410 415 

Ser Pro Gin Thr Ser Ser Lys Gin Asp Ser Trp Asn Ser Leu Val Leu 



16/90 



wo 01/48151 



PCT/JPOO/09323 



420 425 430 

Ala Asp Ser His Gly Asp lie He Thr Ala 
435 440 

<210> 12 
<211> 1326 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(1329) 

<400> 12 

atg tat cag age ttg gcc atg gcc gcc aac cac ggg ccg ccc ccc ggt 48 
Met Tyr Gin Ser Leu Ala Met Ala Ala Asn His Gly Pro Pro Pro Gly 

15 10 15 

gcc tac cag gcg ggc ggc ccc ggc ccc ttc atg cac ggc gcg ggc gcc 96 
Ala Tyr Gin Ala Gly Gly Pro Gly Pro Phe Met His Gly Ala Gly Ala 

20 25 30 

gcg tec teg cca gtc tac ctg ccc aca ccg egg gtg ccc tec tec gtt 144 
Ala Ser Ser Pro Val Tyr Leu Pro Thr Pro Arg Val Pro Ser Ser Val 

35 40 45 

ctg ggc ctg tec tac etc cag ggc gga ggc gcg ggc tct gcg tec gga 192 
Leu Gly Leu Ser Tyr Leu Gin Gly Gly Gly Ala Gly Ser Ala Ser Gly 

50 55 60 

ggc ccc teg ggc ggc age ccc ggt ggg gcc gcg tct ggt gcg ggg ccc 240 
Gly Pro Ser Gly Gly Ser Pro Gly Gly Ala Ala Ser Gly Ala Gly Pro 
65 70 75 80 

ggg acc cag cag ggc age ccg gga tgg age cag gcg gga gcg ace gga 288 
Gly Thr Gin Gin Gly Ser Pro Gly Trp Ser Gin Ala Gly Ala Thr Gly 

85 90 95 

gcc get tac acc ccg ccg ccg gtg teg ccg cgc ttc tec ttc ccg ggg 336 
Ala Ala Tyr Thr Pro Pro Pro Val Ser Pro Arg Phe Ser Phe Pro Gly 

100 105 110 

acc acc ggg tec ctg gcg gcg gcg gcg gcg get gcc gcc gcc egg gaa 384 
Thr Thr Gly Ser Leu Ala Ala Ala Ala Ala Ala Ala Ala Ala Arg Glu 

115 120 125 

get gcg gcc tac age agt ggc ggc gga gcg gcg ggt gcg ggc ctg gcg 432 
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Ala Ala Ala Tyr Ser Ser Gly Gly Gly Ala Ala Gly Ala Gly Leu Ala 

130 135 140 

ggc cgc gag cag tac ggg cgc gcc ggc ttc gcg ggc tec tac tec age 480 
Gly Arg Glu Gin Tyr Gly Arg Ala Gly Phe Ala Gly Ser Tyr Ser Ser 
145 150 155 160 

ccc tac eeg get tac atg gee gae gtg ggc gcg tee tgg gee gea gcc 528 
Pro Tyr Pro Ala Tyr Met Ala Asp Val Gly Ala Ser Trp Ala Ala Ala 

165 170 175 

gcc gcc gcc tec gcc ggc ccc ttc gae age ccg gtc ctg cac age ctg 576 
Ala Ala Ala Ser Ala Gly Pro Phe Asp Ser Pro Val Leu His Ser Leu 

180 185 190 

ccc ggc egg gcc aac ccg gcc gcc cga cac ccc aat etc gat atg ttt 624 
Pro Gly Arg Ala Asn Pro Ala Ala Arg His Pro Asn Leu Asp Met Phe 

195 200 205 

gae gae ttc tea gaa ggc aga gag tgt gtc aac tgt ggg get atg tee 672 
Asp Asp Phe Ser Glu Gly Arg Glu Cys Val Asn Cys Gly Ala Met Ser 

210 215 220 

aec ccg etc tgg agg cga gat ggg aeg ggt cac tat ctg tge aac gee 720 
Thr Pro Leu Trp Arg Arg Asp Gly Thr Gly His Tyr Leu Cys Asn Ala 
225 230 235 240 

tgt ggc etc tac cac aag atg aac ggc ate aac egg ccg etc ate aag 768 
Cys Gly Leu Tyr His Lys Met Asn Gly He Asn Arg Pro Leu lie Lys 

245 250 255 

cet cag cgc egg ctg tec gcc tec cgc cga gtg ggc etc tec tgt gcc 816 
Pro Gin Arg Arg Leu Ser Ala Ser Arg Arg Val Gly Leu Ser Cys Ala 

260 265 270 

aac tge cag ace aec aec aec aeg ctg tgg cgc cgc aat gcg gag ggc 864 
Asn Cys Gin Thr Thr Thr Thr Thr Leu Trp Arg Arg Asn Ala Glu Gly 

275 280 285 

gag cet gtg tge aat gee tge ggc etc tac atg aag etc cac ggg gtg 912 
Glu Pro Val Cys Asn Ala Cys Gly Leu Tyr Met Lys Leu His Gly Val 

290 295 300 

eee agg cet ctt gea atg egg aaa gag ggg ate eaa aec aga aaa egg 960 
Pro Arg Pro Leu Ala Met Arg Lys Glu Gly He Gin Thr Arg Lys Arg 
305 310 315 320 

aag ccc aag aac ctg aat aaa tet aag aca cea gea get cet tea ggc 1008 
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Lys Pro Lys Asn Leu Asn Lys Ser Lys Thr Pro Ala Ala Pro Ser Gly 

325 330 335 

agt gag age ctt cct ccc gcc age ggt get tee age aae tee age aae 1056 
Ser Glu Ser Leu Pro Pro Ala Ser Gly Ala Ser Ser Asn Ser Ser Asn 

340 345 350 

gcc acc ace age age age gag gag atg cgt ccc ate aag acg gag ect 1104 
Ala Thr Thr Ser Ser Ser Glu Glu Met Arg Pro He Lys Thr Glu Pro 

355 360 365 

ggc ctg tea tct cac tac ggg cac age age tec gtg tec cag acg ttc 1152 
Gly Leu Ser Ser His Tyr Gly His Ser Ser Ser Val Ser Gin Thr Phe 

370 375 380 

tea gtc agt gcg atg tct ggc cat ggg ccc tec ate cac cct gtc etc 1200 
Ser Val Ser Ala Met Ser Gly His Gly Pro Ser He His Pro Val Leu 
385 390 395 400 

teg gee ctg aag etc tee eca caa ggc tat geg tct ccc gtc age eag 1248 
Ser Ala Leu Lys Leu Ser Pro Gin Gly Tyr Ala Ser Pro Val Ser Gin 

405 410 415 

tct eca cag acc age tee aag cag gae tct tgg aac agt ctg gtc ttg 1296 
Ser Pro Gin Thr Ser Ser Lys Gin Asp Ser Trp Asn Ser Leu Val Leu 

420 425 430 

gee gae agt cac ggg gae ata ate act gcg 1326 
Ala Asp Ser His Gly Asp He He Thr Ala 
435 440 

<210> 13 
<211> 507 
<212> PRT 

<213> Homo sapiens 
<400> 13 

Met Gly Arg Lys Lys He Gin He Thr Arg He Met Asp Glu Arg Asn 

1 5 10 15 

Arg Gin Val Thr Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

20 25 30 

Tyr Glu Leu Ser Val Leu Cys Asp Cys Glu He Ala Leu He He Phe 

35 40 45 

Asn Ser Ser Asn Lys Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Lys 
50 55 60 
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Val Leu Leu Lys Tyr Thr Glu Tyr Asn Glu Pro His Glu Ser Arg Thr 
65 70 75 80 

Asn Ser Asp He Val Glu Ala Leu Asn Lys Lys Glu His Arg Gly Cys 

85 90 95 

Asp Ser Pro Asp Pro Asp Thr Ser Tyr Val Leu Thr Pro His Thr Glu 

100 105 110 

Glu Lys Tyr Lys Lys He Asn Glu Glu Phe Asp Asn Met Met Arg Asn 

115 120 125 

His Lys He Ala Pro Gly Leu Pro Pro Gin Asn Phe Ser Met Ser Val 

130 135 140 

Thr Val Pro Val Thr Ser Pro Asn Ala Leu Ser Tyr Thr Asn Pro Gly 
145 150 155 160 

Ser Ser Leu Val Ser Pro Ser Leu Ala Ala Ser Ser Thr Leu Thr Asp 

165 170 175 

Ser Ser Met Leu Ser Pro Pro Gin Thr Thr Leu His Arg Asn Val Ser 

180 185 190 

Pro Gly Ala Pro Gin Arg Pro Pro Ser Thr Gly Asn Ala Gly Gly Met 

195 200 205 

Leu Ser Thr Thr Asp Leu Thr Val Pro Asn Gly Ala Gly Ser Ser Pro 

210 215 220 

Val Gly Asn Gly Phe Val Asn Ser Arg Ala Ser Pro Asn Leu He Gly 
225 230 235 240 

Ala Thr Gly Ala Asn Ser Leu Gly Lys Val Met Pro Thr Lys Ser Pro 

245 250 255 

Pro Pro Pro Gly Gly Gly Asn Leu Gly Met Asn Ser Arg Lys Pro Asp 

260 265 270 

Leu Arg Val Val He Pro Pro Ser Ser Lys Gly Met Met Pro Pro Leu 

275 280 285 

Ser Glu Glu Glu Glu Leu Glu Leu Asn Thr Gin Arg He Ser Ser Ser 

290 295 300 

Gin Ala Thr Gin Pro Leu Ala Thr Pro Val Val Ser Val Thr Thr Pro 
305 310 315 320 

Ser Leu Pro Pro Gin Gly Leu Val Tyr Ser Ala Met Pro Thr Ala Tyr 

325 330 335 

Asn Thr Asp Tyr Ser Leu Thr Ser Ala Asp Leu Ser Ala Leu Gin Gly 
340 345 350 
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Phe Asn Ser Pro Gly Met Leu Ser Leu Gly Gin Val Ser Ala Trp Gin 

355 360 365 

Gin His His Leu Gly Gin Ala Ala Leu Ser Ser Leu Val Ala Gly Gly 

370 375 380 

Gin Leu Ser Gin Gly Ser Asn Leu Ser lie Asn Thr Asn Gin Asn He 
385 390 395 400 

Ser He Lys Ser Glu Pro He Ser Pro Pro Arg Asp Arg Met Thr Pro 

405 410 415 

Ser Gly Phe Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Pro Pro 

420 425 430 

Pro Pro Pro Gin Pro Gin Pro Gin Pro Pro Gin Pro Gin Pro Arg Gin 

435 440 445 

Glu Met Gly Arg Ser Pro Val Asp Ser Leu Ser Ser Ser Ser Ser Ser 

450 455 460 

Tyr Asp Gly Ser Asp Arg Glu Asp Pro Arg Gly Asp Phe His Ser Pro 
465 470 475 480 

He Val Leu Gly Arg Pro Pro Asn Thr Glu Asp Arg Glu Ser Pro Ser 

485 490 495 

Val Lys Arg Met Arg Met Asp Ala Trp Val Thr 
500 505 

<210> 14 

<211> 1521 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(1524) 

<400> 14 

atg ggg egg aag aaa ata caa ate aca cgc ata atg gat gaa agg aac 48 
Met Gly Arg Lys Lys He Gin He Thr Arg He Met Asp Glu Arg Asn 
15 10 15 

cga cag gtc act ttt aca aag aga aag ttt gga tta atg aag aaa gcc 96 
Arg Gin Val Thr Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

20 25 30 

tat gaa ctt agt gtg etc tgt gac tgt gaa ata gca etc ate att ttc 144 
Tyr Glu Leu Ser Val Leu Cys Asp Cys Glu He Ala Leu He He Phe 
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35 40 45 

aac age tct aac aaa ctg ttt caa tat get age act gat atg gac aaa 192 
Asn Ser Ser Asn Lys Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Lys 

50 55 60 

gtt ctt etc aag tat aca gaa tat aat gaa cet eat gaa age aga ace 240 
Val Leu Leu Lys Tyr Thr Glu Tyr Asn Glu Pro His Glu Ser Arg Thr 
65 70, 75 80 

aac teg gat att gtt gag get ctg aac aag aag gaa eac aga ggg tgc 288 
Asn Ser Asp He Val Glu Ala Leu Asn Lys Lys Glu His Arg Gly Cys 

85 90 95 

gac age cea gac cet gat act tea tat gtg eta act cca cat aca gaa 336 
Asp Ser Pro Asp Pro Asp Thr Ser Tyr Val Leu Thr Pro His Thr Glu 

100 105 110 

gaa aaa tat aaa aaa att aat gag gaa ttt gat aat atg atg egg aat 384 
Glu Lys Tyr Lys Lys He Asn Glu Glu Phe Asp Asn Met Met Arg Asn 

115 120 125 

cat aaa ate gea ect ggt ctg cca cet eag aac ttt tea atg tct gte 432 
His Lys He Ala Pro Gly Leu Pro Pro Gin Asn Phe Ser Met Ser Val 

'130 135 140 

aca gtt cca gtg acc age ecc aat get ttg tec tac act aac cca ggg 480 
Thr Val Pro Val Thr Ser Pro Asn Ala Leu Ser Tyr Thr Asn Pro Gly 
145 150 155 160 

agt tea ctg gtg tec cca tct ttg gea gee age tea acg tta aca gat 528 
Ser Ser Leu Val Ser Pro Ser Leu Ala Ala Ser Ser Thr Leu Thr Asp 

165 170 175 

tea age atg etc tct cca cet caa acc aca tta cat aga aat gtg tct 576 
Ser Ser Met Leu Ser Pro Pro Gin Thr Thr Leu His Arg Asn Val Ser 

180 185 190 

cet gga get ect eag aga cca cca agt act ggc aat gea ggt ggg atg 624 
Pro Gly Ala Pro Gin Arg Pro Pro Ser Thr Gly Asn Ala Gly Gly Met 

195 200 205 

ttg age act aca gac etc aca gtg cea aat gga get gga age agt cca 672 
Leu Ser Thr Thr Asp Leu Thr Val Pro Asn Gly Ala Gly Ser Ser Pro 

210 215 220 

gtg ggg aat gga ttt gta aac tea aga get tct cca aat ttg att gga 720 
Val Gly Asn Gly Phe Val Asn Ser Arg Ala Ser Pro Asn Leu He Gly 



22/90 



wo 01/48151 



PCT/JPOO/09323 



225 230 235 240 

get act ggt gca aat age tta ggc aaa gte atg cet aca aag tet cec 768 

Ala Thr Gly Ala Asn Ser Leu Gly Lys Val Met Pro Thr Lys Ser Pro 

245 250 255 

ect cca cea ggt ggt ggt aat ctt gga atg aac agt agg aaa eea gat 816 
Pro Pro Pro Gly Gly Gly Asn Leu Gly Met Asn Ser Arg Lys Pro Asp 

260 265 270 

ctt cga gtt gtc ate ccc cct tea age aag ggc atg atg cct cca eta 864 
Leu Arg Val Val He Pro Pro Ser Ser Lys Gly Met Met Pro Pro Leu 

275 280 285 

teg gag gaa gag gaa ttg gag ttg aac ace c£ia agg ate agt agt tet 912 
Ser Glu Glu Glu Glu Leu Glu Leu Asn Thr Gin Arg He Ser Ser Ser 

290 295 300 

caa gee act caa cct ctt get acc cea gtc gtg tet gtg aca ace eea 960 
Gin Ala Thr Gin Pro Leu Ala Thr Pro Val Val Ser Val Thr Thr Pro 
305 310 315 320 

age ttg ect ccg caa gga ett gtg tac tea gca atg ceg act gee tac 1008 
Ser Leu Pro Pro Gin Gly Leu Val Tyr Ser Ala Met Pro Thr Ala Tyr 

325 330 335 

aac act gat tat tea etg ace age get gae ctg tea gee ctt caa ggc 1056 
Asn Thr Asp Tyr Ser Leu Thr Ser Ala Asp Leu Ser Ala Leu Gin Gly 

340 345 350 

ttc aac teg cca gga atg ctg teg ctg gga cag gtg teg gee tgg cag 1104 
Phe Asn Ser Pro Gly Met Leu Ser Leu Gly Gin Val Ser Ala Trp Gin 

355 360 365 

cag cae cae eta gga caa gca gee etc age tet ctt gtt get gga ggg 1152 
Gin His His Leu Gly Gin Ala Ala Leu Ser Ser Leu Val Ala Gly Gly 

370 375 380 

cag tta tet cag ggt tee aat tta tec att aat acc aac caa aac ate 1200 
Gin Leu Ser Gin Gly Ser Asn Leu Ser He Asn Thr Asn Gin Asn He 
385 390 395 400 

age ate aag tec gaa ccg att tea ect cct egg gat cgt atg ace cca 1248 
Ser He Lys Ser Glu Pro He Ser Pro Pro Arg Asp Arg Met Thr Pro 

405 410 415 

teg ggc ttc cag cag cag cag cag cag cag eag cag cag cag ceg ccg 1296 
Ser Gly Phe Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Pro Pro 
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420 425 430 

cca cca ccg cag ccc cag cca caa ccc ccg cag ccc cag ccc cga cag 1344 
Pro Pro Pro Gin Pro Gin Pro Gin Pro Pro Gin Pro Gin Pro Arg Gin 

435 440 445 

gaa atg ggg cgc tec cct gtg gac agt ctg age age tet agt age tec 1392 
Glu Met Gly Arg Ser Pro Val Asp Ser Leu Ser Ser Ser Ser Ser Ser 

450 455 460 

tat gat ggc agt gat egg gag gat cca egg ggc gac ttc cat tct cca 1440 
Tyr Asp Gly Ser Asp Arg Glu Asp Pro Arg Gly Asp Phe His Ser Pro 
465 470 475 480 

att gtg ctt ggc cga ccc cca aac act gag gac aga gaa age cct tct 1488 
lie Val Leu Gly Arg Pro Pro Asn Thr Glu Asp Arg Glu Ser Pro Ser 

485 490 495 

gta aag ega atg agg atg gae gcg tgg gtg acc 1521 
Val Lys Arg Met Arg Met Asp Ala Trp Val Thr 

500 505 

<210> 15 
<211> 365 
<212> PRT 
<213> Homo sapiens 
<400> 15 
Met Gly Arg Lys 
1 

Arg Gin Val Thr 
20 

Tyr Glu Leu Ser 
35 

Asn Ser Ala Asn 

50 

Val Leu Leu Lys 
65 

Asn Thr Asp He 

Gly Pro Glu Leu 
100 

Phe Arg Arg Leu 

24/90 



Lys lie Gin He Ser Arg He Leu Asp Gin Arg Asn 

5 10 15 

Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

25 30 
Val Leu Cys Asp Cys Glu He Ala Leu He He Phe 

40 45 
Arg Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Arg 

55 60 
Tyr Thr Glu Tyr Ser Glu Pro His Glu Ser Arg Thr 
70 75 80 

Leu Glu Thr Leu Lys Arg Arg Gly He Gly Leu Asp 
85 90 95 

Glu Pro Asp Glu Gly Pro Glu Glu Pro Gly Glu Lys 

105 110 
Ala Gly Glu Gly Gly Asp Pro Ala Leu Pro Arg Pro 
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115 120 125 

Arg Leu Tyr Pro Ala Ala Pro Ala Met Pro Ser Pro Asp Val Val Tyr 

130 135 140 

Gly Ala Leu Pro Pro Pro Gly Cys Asp Pro Ser Gly Leu Gly Glu Ala 
145 150 155 160 

Leu Pro Ala Gin Ser Arg Pro Ser Pro Phe Arg Pro Ala Ala Pro Lys 

165 170 175 

Ala Gly Pro Pro Gly Leu Val His Pro Leu Phe Ser Pro Ser His Leu 

180 185 190 

Thr Ser Lys Thr Pro Pro Pro Leu Tyr Leu Pro Thr Glu Gly Arg Arg 

195 200 205 

Ser Asp Leu Pro Gly Gly Leu Ala Gly Pro Arg Gly Gly Leu Asn Thr 

210 215 220 

Ser Arg Ser Leu Tyr Ser Gly Leu Gin Asn Pro Cys Ser Thr Ala Thr 
225 230 235 240 

Pro Gly Pro Pro Leu Gly Ser Phe Pro Phe Leu Pro Gly Gly Pro Pro 

245 250 255 

Val Gly Ala Glu Ala Trp Ala Arg Arg Val Pro Gin Pro Ala Ala Pro 

260 265 270 

Pro Arg Arg Pro Pro Gin Ser Ala Ser Ser Leu Ser Ala Ser Leu Arg 

275 280 285 

Pro Pro Gly Ala Pro Ala Thr Phe Leu Arg Pro Ser Pro He Pro Cys 

290 295 300 

Ser Ser Pro Gly Pro Trp Gin Ser Leu Cys Gly Leu Gly Pro Pro Cys 
305 310 315 320 

Ala Gly Cys Pro Trp Pro Thr Ala Gly Pro Gly Arg Arg Ser Pro Gly 

325 330 335 

Gly Thr Ser Pro Glu Arg Ser Pro Gly Thr Ala Arg Ala Arg Gly Asp 

340 345 350 

Pro Thr Ser Leu Gin Ala Ser Ser Glu Lys Thr Gin Gin 
355 360 

<210> 16 

<211> 1095 

<212> DNA 

<213> Homo sapiens 

<220> 
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<221> CDS 

<223> (1)..(1098) 

<400> 16 

atg ggg agg aaa aaa ate cag ate tee cgc ate ctg gae caa agg aat 48 
Met Gly Arg Lys Lys He Gin He Ser Arg He Leu Asp Gin Arg Asn 

1 5 10 15 

egg cag gtg acg ttc ace aag egg aag ttc ggg etg atg aag aag gee 96 
Arg Gin Val Thr Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

20 25 30 

tat gag ctg age gtg etc tgt gae tgt gag ata gcc etc ate ate ttc 144 
Tyr Glu Leu Ser Val Leu Cys Asp Cys Glu He Ala Leu He He Phe 

35 40 45 

aac age gee aae cgc etc ttc c£ig tat gee age acg gae atg gae cgt 192 
Asn Ser Ala Asn Arg Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Arg 

50 55 60 

gtg ctg ctg aag tac aca gag tac age gag ccc eac gag age cgc ace 240 
Val Leu Leu Lys Tyr Thr Glu Tyr Ser Glu Pro His Glu Ser Arg Thr 
65 70 75 80 

aac act gae ate etc gag acg ctg aag egg agg ggc att ggc etc gat 288 
Asn Thr Asp He Leu Glu Thr Leu Lys Arg Arg Gly He Gly Leu Asp 

85 90 95 

ggg cea gag ctg gag ccg gat gaa ggg cet gag gag cea gga gag aag 336 
Gly Pro Glu Leu Glu Pro Asp Glu Gly Pro Glu Glu Pro Gly Glu Lys 

100 105 110 

ttt egg agg etg gea ggc gaa ggg ggt gat ccg gcc ttg ccc cga ccc 384 
Phe Arg Arg Leu Ala Gly Glu Gly Gly Asp Pro Ala Leu Pro Arg Pro 

115 120 125 

egg ctg tat cet gea get cct get atg ccc age cea gat gtg gta tac 432 
Arg Leu Tyr Pro Ala Ala Pro Ala Met Pro Ser Pro Asp Val Val Tyr 

130 135 140 

ggg gcc tta ccg cea cea ggc tgt gae ccc agt ggg ett ggg gaa gea 480 
Gly Ala Leu Pro Pro Pro Gly Cys Asp Pro Ser Gly Leu Gly Glu Ala 
145 150 155 160 

ctg ccc gee cag age cgc cea tct ccc ttc cga cea gea gee ccc aaa 528 
Leu Pro Ala Gin Ser Arg Pro Ser Pro Phe Arg Pro Ala Ala Pro Lys 
165 170 175 



26/90 



wo 01/48151 



PCT/JPOO/09323 



gcc ggg 


cec 


cca ggc ctg 


gtg 


cac 


cct 


etc tte 


tea cca age cac etc 


576 


Ala Gly 


Pro 


Pro Gly Leu 


Val 


His 


Pro 


Leu Phe 


Ser Pro Ser His Leu 








180 






185 




190 




acc age 


aag 


aca cea cec 


cca 


ctg 


tae 


ctg ccg 


acg gaa ggg egg agg 


624 


Thr Ser 


Lys 


Thr Pro Pro 


Pro 


Leu 


Tyr 


Leu Pro 


Thr Glu Gly Arg Arg 






195 






200 






205 




tea gae 


ctg 


cct ggt gge 


ctg 


get 


ggg 


cec cga 


ggg gga eta aac ace 


672 


Ser Asp 


Leu 


Pro Gly Gly 


Leu 


Ala 


Gly 


Pro Arg 


Gly Gly Leu Asn Thr 




210 






215 








220 




tee aga 


age 


ete tae agt 


ggc 


ctg 


cag 


aae eee 


tge tec act gca act 


720 


Ser Arg 


Ser 


Leu Tyr Ser 


Gly 


Leu 


Gin 


Asn Pro 


Cys Ser Thr Ala Thr 




225 




230 








235 


240 




cee gga 


cec 


cca ctg ggg 


age 


tte 


eee 


tte ete 


eee gga ggc cec cca 


768 


Pro Gly 


Pro 


Pro Leu Gly 


Ser 


Phe 


Pro 


Phe Leu 


Pro Gly Gly Pro Pro 








245 








250 


255 




gtg ggg 


gcc 


gaa gee tgg 


gcg 


agg 


agg 


gtc cec 


caa cec gcg gcg cct 


816 


Val Gly 


Ala 


Glu Ala Trp 


Ala 


Arg 


Arg 


Val Pro 


Gin Pro Ala Ala Pro 








260 






265 




270 




cce cgc 


cga 


cec cec cag 


tea 


gea 


tea 


agt ctg 


age gee tct etc egg 


864 


Pro Arg 


Arg 


Pro Pro Gin 


Ser 


Ala 


Ser 


Ser Leu 


Ser Ala Ser Leu Arg 






275 






280 






285 




cec ccg 


ggg 


gee ccg gcg 


act 


tte 


eta 


aga cet 


tee cct ate cct tge 


912 


Pro Pro 


Gly 


Ala Pro Ala 


Thr 


Phe 


Leu 


Arg Pro 


Ser Pro lie Pro Cys 




290 






295 








300 




tee teg 


eee 


ggt cec tgg 


cag 


age 


ete 


tge ggc 


ctg ggc ccg eee tge 


960 


Ser Ser 


Pro 


Gly Pro Trp 


Gin 


Ser 


Leu 


Cys Gly 


Leu Gly Pro Pro Cys 




305 




310 








315 


320 




gee ggc 


tge 


cct tgg ecg 


acg 


get 


ggc 


eee ggt 


agg aga tea cce ggt 


1008 


Ala Gly 


Cys 


Pro Trp Pro 


Thr 


Ala 


Gly 


Pro Gly 


Arg Arg Ser Pro Gly 








325 








330 


335 




gge aec 


age 


cea gag cgc 


teg 


cca 


ggt 


acg gcg 


agg gea cgt ggg gae 


1056 


Gly Thr 


Ser 


Pro Glu Arg 


Ser 


Pro 


Gly 


Thr Ala 


Arg Ala Arg Gly Asp 








340 






345 




350 




cec acc 


tec 


etc cag gee 


tct 


tea 


gag 


aag aec 


caa cag 


1095 


Pro Thr 


Ser 


Leu Gin Ala 


Ser 


Ser 


Glu 


Lys Thr 


Gin Gin 






355 






360 






365 
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<210> 17 

<211> 465 

<212> PRT 

<213> Homo sapiens 

<400> 17 

Met Gly Arg Lys Lys He Gin He Thr Arg He Met Asp Glu Arg Asn 

15 10 15 

Arg Gin Val Thr Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

20 25 30 

Tyr Glu Leu Ser Val Leu Cys Asp Cys Glu He Ala Leu He He Phe 

35 40 45 

Asn Ser Thr Asn Lys Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Lys 

50 55 60 

Val Leu Leu Lys Tyr Thr Glu Tyr Asn Glu Pro His Glu Ser Arg Thr 
65 70 75 80 

Asn Ser Asp He Val Glu Thr Leu Arg Lys Lys Gly Leu Asn Gly Cys 



Ser Glu Asp Lys Tyr Arg Lys He Asn Glu Asp He Asp Leu Met He 

115 120 125 

Ser Arg Gin Arg Leu Cys Ala Val Pro Pro Pro Asn Phe Glu Met Pro 

130 135 140 

Val Ser He Pro Val Ser Ser His Asn Ser Leu Val Tyr Ser Asn Pro 
145 150 155 160 

Val Ser Ser Leu Gly Asn Pro Asn Leu Leu Pro Leu Ala His Pro Ser 

165 170 175 

Leu Gin Arg Asn Ser Met Ser Pro Gly Val Thr His Arg Pro Pro Ser 

180 185 190 

Ala Gly Asn Thr Gly Gly Leu Met Gly Gly Asp Leu Thr Ser Gly Ala 

195 200 205 

Gly Thr Ser Ala Gly Asn Gly Tyr Gly Asn Pro Arg Asn Ser Pro Gly 

210 215 220 

Leu Leu Val Ser Pro Gly Asn Leu Asn Lys Asn Met Gin Ala Lys Ser 
225 230 235 240 

Pro Pro Pro Met Asn Leu Gly Met Asn Asn Arg Lys Pro Asp Leu Arg 



Asp 



Ser 



85 

Pro Asp Pro 
100 



90 95 
Asp Ala Asp Asp Ser Val Gly His Ser Pro Glu 
105 110 
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245 250 255 

Val Leu He Pro Pro Gly Ser Lys Asn Thr Met Pro Ser Val Asn Gin 

260 265 270 

Arg lie Asn Asn Ser Gin Ser Ala Gin Ser Leu Ala Thr Pro Val Val 

275 280 285 

Ser Val Ala Thr Pro Thr Leu Pro Gly Gin Gly Met Gly Gly Tyr Pro 

290 295 300 

Ser Ala He Ser Thr Thr Tyr Gly Thr Glu Tyr Ser Leu Ser Ser Ala 
305 310 315 320 

Asp Leu Ser Ser Leu Ser Gly Phe Asn Thr Ala Ser Ala Leu His Leu 

325 330 335 

Gly Ser Val Thr Gly Trp Gin Gin Gin His Leu His Asn Met Pro Pro 

340 345 350 

Ser Ala Leu Ser Gin Leu Gly Ala Cys Thr Ser Thr His Leu Ser Gin 

355 360 365 

Ser Ser Asn Leu Ser Leu Pro Ser Thr Gin Ser Leu Asn He Lys Ser 

370 375 380 

Glu Pro Val Ser Pro Pro Arg Asp Arg Thr Thr Thr Pro Ser Arg Tyr 
385 390 395 400 

Pro Gin His Thr Arg His Glu Ala Gly Arg Ser Pro Val Asp Ser Leu 

405 410 415 

Ser Ser Cys Ser Ser Ser Tyr Asp Gly Ser Asp Arg Glu Asp His Arg 

420 425 430 

Asn Glu Phe His Ser Pro He Gly Leu Thr Arg Pro Ser Pro Asp Glu 

435 440 445 

Arg Glu Ser Pro Ser Val Lys Arg Met Arg Leu Ser Glu Gly Trp Ala 
450 455 460 

Thr 

<210> 18 
<211> 1395 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (!)..( 1398) 

<400> 18 
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atg ggg aga aaa aag att cag att acg agg att atg gat gaa cgt aac 48 
Met Gly Arg Lys Lys He Gin lie Thr Arg He Met Asp Glu Arg Asn 

15 10 15 

aga cag gtg aca ttt aca aag agg aaa ttt ggg ttg atg aag aag get 96 
Arg Gin Val Thr Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

20 25 30 

tat gag ctg age gtg ctg tgt gae tgt gag att geg ctg ate ate ttc 144 
Tyr Glu Leu Ser Val Leu Cys Asp Cys Glu He Ala Leu He He Phe 

35 40 45 

aac age ace aac aag ctg ttc cag tat gee age ace gac atg gae aaa 192 
Asn Ser Thr Asn Lys Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Lys 

50 55 60 

gtg ett etc aag tac acg gag tac aac gag ecg cat gag age egg aca 240 
Val Leu Leu Lys Tyr Thr Glu Tyr Asn Glu Pro His Glu Ser Arg Thr 
65 70 75 80 

aac tea gac ate gtg gag acg ttg aga aag aag ggc ett aat ggc tgt 288 
Asn Ser Asp He Val Glu Thr Leu Arg Lys Lys Gly Leu Asn Gly Cys 

85 90 95 

gac age cca gac ccc gat geg gae gat tee gta ggt cac age cet gag 336 
Asp Ser Pro Asp Pro Asp Ala Asp Asp Ser Val Gly His Ser Pro Glu 

100 105 110 

tet gag gae aag tac agg aaa att aac gaa gat att gat eta atg ate 384 
Ser Glu Asp Lys Tyr Arg Lys He Asn Glu Asp He Asp Leu Met He 

115 120 125 

age agg caa aga ttg tgt get gtt cca cet ccc aac ttc gag atg cca 432 
Ser Arg Gin Arg Leu Cys Ala Val Pro Pro Pro Asn Phe Glu Met Pro 

130 135 140 

gtc tec ate cca gtg tec age cac aac agt ttg gtg tac age aac cet 480 
Val Ser He Pro Val Ser Ser His Asn Ser Leu Val Tyr Ser Asn Pro 
145 150 155 160 

gtc age tea ctg gga aac ccc aac eta ttg cca ctg get cac cet tet 528 
Val Ser Ser Leu Gly Asn Pro Asn Leu Leu Pro Leu Ala His Pro Ser 

165 170 175 

ctg cag agg aat agt atg tet cet ggt gta aca cat ega ect cca agt 576 
Leu Gin Arg Asn Ser Met Ser Pro Gly Val Thr His Arg Pro Pro Ser 
180 185 190 
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gca ggt aac aca ggt ggt ctg atg ggt gga gac etc acg tct ggt gca 624 
Ala Gly Asn Thr Gly Gly Leu Met Gly Gly Asp Leu Thr Ser Gly Ala 

195 200 205 

ggc acc agt gca ggg aac ggg tat ggc ciat ccc cga aac tea eca ggt 672 
Gly Thr Ser Ala Gly Asn Gly Tyr Gly Asn Pro Arg Asn Ser Pro Gly 

210 215 220 

ctg ctg gtc tea cet ggt aac ttg aac aag aat atg ceia.gca aaa tct 720 
Leu Leu Val Ser Pro Gly Asn Leu Asn Lys Asn Met Gin Ala Lys Ser 
225 230 235 240 

cct ccc cca atg aat tta gga atg aat aac cgt aaa cea gat etc cga 768 
Pro Pro Pro Met Asn Leu Gly Met Asn Asn Arg Lys Pro Asp Leu Arg 

245 250 255 

gtt ett att cca cca ggc age aag aat acg atg cea tea gtg aat caa 816 
Val Leu He Pro Pro Gly Ser Lys Asn Thr Met Pro Ser Val Asn Gin 

260 265 270 

agg ata aat aac tec cag teg get cag tea ttg get acc cca gtg gtt 864 
Arg He Asn Asn Ser Gin Ser Ala Gin Ser Leu Ala Thr Pro Val Val 

275 280 285 

tec gta gca act cct act tta cca gga caa gga atg gga gga tat cea 912 
Ser Val Ala Thr Pro Thr Leu Pro Gly Gin Gly Met Gly Gly Tyr Pro 

290 295 300 

tea gee att tea aca aca tat ggt acc gag tac tct ctg agt agt gca 960 
Ser Ala He Ser Thr Thr Tyr Gly Thr Glu Tyr Ser Leu Ser Ser Ala 
305 310 315 320 

gac ctg tea tct ctg tct ggg ttt aac acc gee age get ett cac ctt 1008 
Asp Leu Ser Ser Leu Ser Gly Phe Asn Thr Ala Ser Ala Leu His Leu 

325 330 335 

ggt tea gta act ggc tgg caa cag caa cac eta eat aac atg cca cca 1056 
Gly Ser Val Thr Gly Trp Gin Gin Gin His Leu His Asn Met Pro Pro 

340 345 350 

tet gee etc agt cag ttg gga get tgc act age act cat tta tct cag 1104 
Ser Ala Leu Ser Gin Leu Gly Ala Cys Thr Ser Thr His Leu Ser Gin 

355 360 365 

agt tea aat etc tec ctg cct tct act caa age etc aac ate aag tea 1152 
Ser Ser Asn Leu Ser Leu Pro Ser Thr Gin Ser Leu Asn He Lys Ser 

370 375 380 
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gaa cct gtt tct cct cct aga gac cgt acc acc acc cct teg aga tac 1200 
Glu Pro Val Ser Pro Pro Arg Asp Arg Thr Thr Thr Pro Ser Arg Tyr 
385 390 395 400 

cca caa cac acg cgc cac gag gcg ggg aga tct cct gtt gac age ttg 1248 
Pro Gin His Thr Arg His Glu Ala Gly Arg Ser Pro Val Asp Ser Leu 

405 410 415 

age age tgt age agt teg tac gac ggg age gae ega gag gat cac egg 1296 
Ser Ser Cys Ser Ser Ser Tyr Asp Gly Ser Asp Arg Glu Asp His Arg 

420 425 430 

aac gaa ttc cac tec ccc att gga etc acc Jiga cct teg ccg gac gaa 1344 
Asn Glu Phe His Ser Pro lie Gly Leu Thr Arg Pro Ser Pro Asp Glu 

435 440 445 

agg g£ia agt ccc tea gtc aag cgc atg ega ctt tct gaa gga tgg gca 1392 
Arg Glu Ser Pro Ser Val Lys Arg Met Arg Leu Ser Glu Gly Trp Ala 

450 455 460 

aea 1395 
Thr . 
465 

<210> 19 

<211> 521 

<212> PRT 

<213> Homo sapiens 

<400> 19 

Met Gly Arg Lys Lys He Gin lie Gin Arg lie thr Asp Glu Arg Asn 

15 10 15 

Arg Gin Val Thr Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

20 25 30 

Tyr Glu Leu Ser Val Leu Cys Asp Cys Glu lie Ala Leu He He Phe 

35 40 45 

Asn His Ser Asn Lys Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Lys 

50 55 60 

Val Leu Leu Lys Tyr Thr Glu Tyr Asn Glu Pro His Glu Ser Arg Thr 
65 70 75 80 

Asn Ala Asp He He Glu Thr Leu Arg Lys Lys Gly Phe Asn Gly Cys 

85 90 95 

Asp Ser Pro Glu Pro Asp Gly Glu Asp Ser Leu Glu Gin Ser Pro Leu 
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100 105 110 

Leu Glu Asp Lys Tyr Arg Arg Ala Ser GIu Glu Leu Asp Gly Leu Phe 

115 120 125 

Arg Arg Tyr Gly Ser Thr Val Pro Ala Pro Asn Phe Ala Met Pro Val 

130 135 140 

Thr Val Pro Val Ser Asn Gin Ser Ser Leu Gin Phe Ser Asn Pro Ser 
145 150 155 160 

Gly Ser Leu Val Thr Pro Ser Leu Val Thr Ser Ser Leu Thr Asp Pro 

165 170 175 

Arg Leu Leu Ser Pro Gin Gin Pro Ala Leu Gin Arg Asn Ser Val Ser 

180 185 190 

Pro Gly Leu Pro Gin Arg Pro Ala Ser Ala Gly Ala Met Leu Gly Gly 

195 200 205 

Asp Leu Asn Ser Ala Asn Gly Ala Cys Pro Ser Pro Val Gly Asn Gly 

210 215 220 

Tyr Val Ser Ala Arg Ala Ser Pro Gly Leu Leu Pro Val Ala Asn Gly 
225 230 235 240 

Asn Ser Leu Asn Lys Val lie Pro Ala Lys Ser Pro Pro Pro Pro Thr 

245 250 255 

His Ser Thr Gin Leu Gly Ala Pro Ser Arg Lys Pro Asp Leu Arg Val 

260 265 270 

He Thr Ser Gin Ala Gly Lys Gly Leu Met His His Leu Thr Glu Asp 

275 280 285 

His Leu Asp Leu Asn Asn Ala Gin Arg Leu Gly Val Ser Gin Ser Thr 

290 295 300 

His Ser Leu Thr Thr Pro Val Val Ser Val Ala Thr Pro Ser Leu Leu 
305 310 315 320 

Ser Gin Gly Leu Pro Phe Ser Ser Met Pro Thr Ala Tyr Asn Thr Asp 

325 330 335 

Tyr Gin Leu Thr Ser Ala Glu Leu Ser Ser Leu Pro Ala Phe Ser Ser 

340 345 350 

Pro Gly Gly Leu Ser Leu Gly Asn Val Thr Ala Trp Gin Gin Pro Gin 

355 360 365 

Gin Pro Gin Gin Pro Gin Gin Pro Gin Pro Pro Gin Gin Gin Pro Pro 

370 375 380 

Gin Pro Gin Gin Pro Gin Pro Gin Gin Pro Gin Gin Pro Gin Gin Pro 
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385 390 395 400 

Pro Gin Gin Gin Ser His Leu Val Pro Val Ser Leu Ser Asn Leu He 

405 410 415 

Pro Gly Ser Pro Leu Pro His Val Gly Ala Ala Leu Thr Val Thr Thr 

420 425 430 

His Pro His lie Ser He Lys Ser Glu Pro Val Ser Pro Ser Arg Glu 

435 440 445 

Arg Ser Pro Ala Pro Pro Pro Pro Ala Val Phe Pro Ala Ala Arg Pro 

450 455 460 

Glu Pro Gly Asp Gly Leu Ser Ser Pro Ala Gly Gly Ser Tyr Glu Thr 
465 470 475 480 

Gly Asp Arg Asp Asp Gly Arg Gly Asp Phe Gly Pro Thr Leu Gly Leu 

485 490 495 

Leu Arg Pro Ala Pro Glu Pro Glu Ala Glu Gly Ser Ala Val Lys Arg 

500 505 510 

Met Arg Leu Asp Thr Trp Thr Leu Lys 
515 520 

<210> 20 
<211> 1563 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(1566) 

<400> 20 

atg ggg agg ziaa aag att cag ate cag cga ate ace gac gag egg aac 48 
Met Gly Arg Lys Lys He Gin He Gin Arg He Thr Asp Glu Arg Asn 
. 1 5 10 15 

cga cag gtg act ttc acc aag egg aag ttt ggc ctg atg aag aag gcg 96 
Arg Gin Val Thr Phe Thr Lys Arg Lys Phe Gly Leu Met Lys Lys Ala 

20 25 30 

tat gag ctg age gtg eta tgt gac tgc gag ate gca etc ate ate ttc 144 
Tyr Glu Leu Ser Val Leu Cys Asp Cys Glu He Ala Leu He He Phe 

35 40 45 

aac cac tec aac aag ctg ttc cag tac gcc age acc gac atg gac aag 192 
Asn His Ser Asn Lys Leu Phe Gin Tyr Ala Ser Thr Asp Met Asp Lys 
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50 55 60 

gtg ctg etc aag tac acg gag tac aat gag cca cac gag age cge ace 240 
Val Leu Leu Lys Tyr Thr Glu Tyr Asn Glu Pro His Glu Ser Arg Thr 
65 70 75 80 

aac gee gac ate ate gag ace ctg agg aag aag gge ttc aat gge tgc 288 
Asn Ala Asp He He Glu Thr Leu Arg Lys Lys Gly Phe Asn Gly Cys 

85 90 95 

gac age ccc gag ccc gac ggg gag gac teg ctg gaa cag age ccc ctg 336 
Asp Ser Pro Glu Pro Asp Gly Glu Asp Ser Leu Glu Gin Ser Pro Leu 

100 105 110 

ctg gag gac aag tac cga cge gcc age gag gag etc gac ggg etc ttc 384 
Leu Glu Asp Lys Tyr Arg Arg Ala Ser Glu Glu Leu Asp Gly Leu Phe 

115 120 125 

egg egc tat ggg tea act gte ceg gee eec aac ttt gee atg cct gte 432 
Arg Arg Tyr Gly Ser Thr Val Pro Ala Pro Asn Phe Ala Met Pro Val 

130 135 140 

aeg gtg eec gtg tee aat eag age tea ctg eag ttc age aat ecc age 480 
Thr Val Pro Val Ser Asn Gin Ser Ser Leu Gin Phe Ser Asn Pro Ser 
145 150 155 160 

gge tec ctg gte ace ect tec ctg gtg aea tea tec etc aeg gac ceg 528 
Gly Ser Leu Val Thr Pro Ser Leu Val Thr Ser Ser Leu Thr Asp Pro 

165 170 175 

egg etc ctg tec ccc c£ig cag cca gca eta cag agg aac agt gtg tct 576 
Arg Leu Leu Ser Pro Gin Gin Pro Ala Leu Gin Arg Asn Ser Val Ser 

180 185 190 

cct gge ctg ccc cag egg cca get agt gcg ggg gee atg ctg ggg ggt 624 
Pro Gly Leu Pro Gin Arg Pro Ala Ser Ala Gly Ala Met Leu Gly Gly 

195 200 205 

gac ctg aac agt get aac gga gee tgc ccc age eet gtt ggg aat gge 672 
Asp Leu Asn Ser Ala Asn Gly Ala Cys Pro Ser Pro Val Gly Asn Gly 

210 215 220 

tac gte agt get egg get tee eet gge etc etc eet gtg gee aat gge 720 
Tyr Val Ser Ala Arg Ala Ser Pro Gly Leu Leu Pro Val Ala Asn Gly 
225 230 235 240 

aac age eta aac aag gte ate eet gee aag tet ceg ccc cca eet ace 768 
Asn Ser Leu Asn Lys Val He Pro Ala Lys Ser Pro Pro Pro Pro Thr 
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245 250 255 

cac age acc cag ctt gga gcc ccc age cge aag ccc gac etg cga gtc 816 
His Ser Thr Gin Leu Gly Ala Pro Ser Arg Lys Pro Asp Leu Arg Val 

260 265 270 

ate act tec cag gca gga aag ggg tta atg cat cac ttg act gag gac 864 
He Thr Ser Gin Ala Gly Lys Gly Leu Met His His Leu Thr Glu Asp 

275 280 285 

cat tta gat etg aac aat gcc cag cgc ctt ggg gtc tec cag tct act 912 
His Leu Asp Leu Asn Asn Ala Gin Arg Leu Gly Val Ser Gin Ser Thr 

290 295 300 

cat teg etc acc acc cea gtg gtt tct gtg gca aeg ccg agt tta etc 960 
His Ser Leu Thr Thr Pro Val Val Ser Val Ala Thr Pro Ser Leu Leu 
305 310 315 320 

age cag ggc etc ccc ttc tct tec atg ccc act gcc tac aac aca gat 1008 
Ser Gin Gly. Leu Pro Phe Ser Ser Met Pro Thr Ala Tyr Asn Thr Asp 

325 330 335 

tac cag ttg acc agt gca gag etc tec tec tta cea gee ttt agt tea 1056 
Tyr Gin Leu Thr Ser Ala Glu Leu Ser Ser Leu Pro Ala Phe Ser Ser 

340 345 350 

cct ggg ggg etg teg eta ggc aat gtc act gee tgg caa cag cea cag 1104 
Pro Gly Gly Leu Ser Leu Gly Asn Val Thr Ala Trp Gin Gin Pro Gin 

355 360 365 

cag ccc cag cag ccg cag cag cea cag cct cea cag cag cag cea ccg 1152 
Gin Pro Gin Gin Pro Gin Gin Pro Gin Pro Pro Gin Gin Gin Pro Pro 

370 375 380 

cag cea cag cag cea cag cea cag cag cct cag cag ccg caa cag cea 1200 
Gin Pro Gin Gin Pro Gin Pro Gin Gin Pro Gin Gin Pro Gin Gin Pro 
385 390 395 400 

cct cag caa cag tee cac etg gtc cct gta tct etc age aac etc ate 1248 
Pro Gin Gin Gin Ser His Leu Val Pro Val Ser Leu Ser Asn Leu lie 

405 410 415 

ccg ggc age ccc etg ccc cac gtg ggt get gcc etc aca gtc ace ace 1296 
Pro Gly Ser Pro Leu Pro His Val Gly Ala Ala Leu Thr Val Thr Thr 

420 425 430 

cac ccc cac ate age ate aag tea gaa ccg gtg tec eca age cgt gag 1344 
His Pro His He Ser lie Lys Ser Glu Pro Val Ser Pro Ser Arg Glu 
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435 440 445 

cgc age cct gcg cct ccc cct cca get gtg tte eea get gee cgc eet 1392 
Arg Ser Pro Ala Pro Pro Pro Pro Ala Val Phe Pro Ala Ala Arg Pro 

450 455 460 

gag cct ggc gat ggt etc age age eea gee ggg gga tee tat gag acg 1440 
Glu Pro Gly Asp Gly Leu Ser Ser Pro Ala Gly Gly Ser Tyr Glu Thr 
465 470 475 480 

gga gac egg gat gac gga egg ggg gac tte ggg ccc aca ctg ggc ctg 1488 
Gly Asp Arg Asp Asp Gly Arg Gly Asp Phe Gly Pro Thr Leu Gly Leu 

485 490 495 

ctg cgc cca gcc cca geig cct gag get gag ggc tea get gtg aag agg 1536 
Leu Arg Pro Ala Pro Glu Pro Glu Ala Glu Gly Ser Ala Val Lys Arg 

500 505 510 

atg egg ett gat aee tgg aca tta aag 1563 
Met Arg Leu Asp Thr Trp Thr Leu Lys 
515 520 

<210> 21 
<211> 217 
<212> PRT 

<213> Rattus norvegieus 
<400> 21 

Met Ser Leu Val Gly 
1 5 
Gly Tyr Pro Phe Ala 
20 

Ser Arg Cys Ser His 
35 

Gly His Pro Glu Met 

50 

Ser Pro Glu Tyr Ala 
65 

Gly Gly Val Pro Pro 

85 

Pro Val Lys Arg Arg 
100 

Gin Ser He Asn Ser 

37/90 



Gly Phe Pro His His Pro Val Val His His Glu 

10 15 
Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala 

25 30 
Glu Glu Asn Pro Tyr Phe His Gly Trp Leu He 

40 45 
Ser Pro Pro Asp Tyr Ser Met Ala Leu Ser Tyr 

55 60 
Ser Gly Ala Ala Gly Leu Asp His Ser His Tyr 
70 75 80 

Gly Ala Gly Pro Pro Gly Leu Gly Gly Pro Arg 

90 95 
Gly Thr Ala Asn Arg Lys Glu Arg Arg Arg Thr 

105 110 
Ala Phe Ala Glu Leu Arg Glu Cys He Pro Asn 



wo 01/48151 



PCT/JPOO/09323 



115 120 125 

Val Pro Ala Asp Thr Lys Leu Ser Lys lie Lys Thr Leu Arg Leu Ala 

130 135 140 

Thr Ser Tyr He Ala Tyr Leu Met Asp Leu Leu Ala Lys Asp Asp Gin 
145 150 155 160 

Asn Gly Glu Ala Glu Ala Phe Lys Ala Glu lie Lys Lys Thr Asp Val 

165 170 175 

Lys Glu Glu Lys Arg Lys Lys Glu Leu Asn Glu He Leu Lys Ser Thr 

180 185 190 

Val Ser Ser Asn Asp Lys Lys Thr Lys Gly Arg Thr Gly Trp Pro Gin 

195 200 205 

His Val Trp Ala Leu Glu Leu Lys Gin 

210 215 
<210> 22 
<211> 651 
<212> DNA 

<213> Rattus norvegicus 
<220> 
<221> CDS 
<223> (1)..(654) 
<400> 22 

atg agt ctg gtg ggg ggc ttt ccc cac cac ccc gtg gtg cac cat gag 48 
Met Ser Leu Val Gly Gly Phe Pro His His Pro Val Val His His Glu 

15 10 15 

ggc tac ccg ttc gcc gca gcc gca gcc gcc get get get gcc gcc gcc 96 
Gly Tyr Pro Phe Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala 

20 25 30 

age cgc tgc agt cac gag gag aac ccc tat ttc cac ggc tgg ctt att 144 
Ser Arg Cys Ser His Glu Glu Asn Pro Tyr Phe His Gly Trp Leu He 

35 40 45 

ggc cac ccg gag atg teg ccc ccc gac tac age atg gcc ctg tec tac 192 
Gly His Pro Glu Met Ser Pro Pro Asp Tyr Ser Met Ala Leu Ser Tyr 

50 55 60 

agt ccc gag tac gcc age ggt gcc gcg ggc ctg gac cac tec cat tat 240 
Ser Pro Glu Tyr Ala Ser Gly Ala Ala Gly Leu Asp His Ser His Tyr 
65 70 75 80 
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ggg gga gtg ccg ccc ggt gcc ggg cct ccc ggc ctg ggg ggg ccg cgc 288 
Gly Gly Val Pro Pro Gly Ala Gly Pro Pro Gly Leu Gly Gly Pro Arg 

85 90 95 

ccg gtg aag cgt egg ggc acc gcc aac cgc aag gag egg cgc agg act 336 
Pro Val Lys Arg Arg Gly Thr Ala Asn Arg Lys Glu Arg Arg Arg Thr 

100 105 110 

CEig age ate aac age gcc ttc gcc gag ctg cgc gag tgc ate ccc aac 384 
Gin Ser He Asn Ser Ala Phe Ala Glu Leu Arg Glu Cys He Pro Asn 

115 120 125 

gtg ccc gee gae ace £iaa etc tee aaa ate aag act ctg cgc etg gcc 432 
Val Pro Ala Asp Thr Lys Leu Ser Lys He Lys Thr Leu Arg Leu Ala 

130 135 140 

ace age tae ate gee tac etc atg gat ctg ctg gcc aag gae gae eag 480 
Thr Ser Tyr He Ala Tyr Leu Met Asp Leu Leu Ala Lys Asp Asp Gin 
145 150 155 160 

aac gga gag gcg gag gcc ttc aag gcg gag ate aag aag acc gae gtg 528 
Asn Gly Glu Ala Glu Ala Phe Lys Ala Glu He Lys Lys Thr Asp Val 

165 170 175 

aaa gag gag aag agg aag aaa gag ctg aat gaa ate ttg aaa agt aca 576 
Lys Glu Glu Lys Arg Lys Lys Glu Leu Asn Glu He Leu Lys Ser Thr 

180 185 190 

gtg age £igc £iae gae aag aaa ace aaa ggc egg aca gge tgg eca cag 624 
Val Ser Ser Asn Asp Lys Lys Thr Lys Gly Arg Thr Gly Trp Pro Gin 

195 200 205 

eae gte tgg gcc etg gag etc aag cag 651 
His Val Trp Ala Leu Glu Leu Lys Gin 

210 215 
<210> 23 
<211> 215 
<212> PRT 

<213> Homo sapiens 
<400> 23 

Met Asn Leu Val Gly Ser Tyr Ala His His His His His His His Pro 

1 5 10 15 

His Pro Ala His Pro Met Leu His Glu Pro Phe Leu Phe Gly Pro Ala 
20 25 30 
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Ser Arg Cys His Gin Glu Arg Pro Tyr Phe Gin Ser Trp Leu Leu Ser 

35 40 45 

Pro Ala Asp Ala Ala Pro Asp Phe Pro Ala Gly Gly Pro Pro Pro Ala 

50 55 60 

Ala Ala Ala Ala Ala Thr Ala Tyr Gly Pro Asp Ala Arg Pro Gly Gin 
65 70 75 80 

Ser Pro Gly Arg Leu Glu Ala Leu Gly Gly Arg Leu Gly Arg Arg Lys 

85 90 95 

Gly Ser Gly Pro Lys Lys Glu Arg Arg Arg Thr Glu Ser He Asn Ser 

100 105 110 

Ala Phe Ala Glu Leu Arg Glu Cys He Pro Asn Val Pro Ala Asp Thr 

115 120 125 

Lys Leu Ser Lys He Lys Thr Leu Arg Leu Ala Thr Ser Tyr He Ala 

130 135 140 

Tyr Leu Met Asp Val Leu Ala Lys Asp Ala Gin Ser Gly Asp Pro Glu 
145 150 155 160 

Ala Phe Lys Ala Glu Leu Lys Lys Ala Asp Gly Gly Arg Glu Ser Lys 

165 170 175 

Arg Lys Arg Glu Leu Gin Gin His Glu Gly Phe Pro Pro Ala Leu Gly 

180 185 190 

Pro Val Glu Lys Arg He Lys Gly Arg Thr Gly Trp Pro Gin Gin Val 

195 200 205 

Trp Ala Leu Glu Leu Asn Gin 

210 
<210> 24 
<211> 645 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<223> (1)..(648) 
<400> 24 

atg aac etc gtg ggc age tae gca cac cat cac cac cat cac cac ceg 48 
Met Asn Leu Val Gly Ser Tyr Ala His His His His His His His Pro 

1 5 10 15 

cac cct gcg cac ccc atg etc cac gaa cec ttc etc ttc ggt ccg gee 96 
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His Pro Ala His Pro Met Leu His Glu Pro Phe Leu Phe Gly Pro Ala 

20 25 30 

teg cgc tgt cat cag gaa agg ccc tac ttc cag age tgg etg etg age 144 
Ser Arg Cys His Gin Glu Arg Pro Tyr Phe Gin Ser Trp Leu Leu Ser 

35 40 45 

ceg get gac get gee eeg gac tte eet geg gge ggg ceg eeg cee gcg 192 
Pro Ala Asp Ala Ala Pro Asp Phe Pro Ala Gly Gly Pro Pro Pro Ala 

50 55 60 

gee get gea gee gee acc gee tat ggt act gac gcc agg ect ggg cag 240 
Ala Ala Ala Ala Ala Thr Ala Tyr Gly Pro Asp Ala Arg Pro Gly Gin 
65 . 70 75 80 

age ccc ggg egg etg gag gcg ett gge ggc cgt ett ggc egg egg aaa 288 
Ser Pro Gly Arg Leu Glu Ala Leu Gly Gly Arg Leu Gly Arg Arg Lys 

85 90 95 

ggc tea gga ccc aag aag gag egg aga cgc act gag age att aac age 336 
Gly Ser Gly Pro Lys Lys Glu Arg Arg Arg Thr Glu Ser He Asn Ser 

100 105 110 

gea tte geg gag ttg cgc gag tgc ate ccc aac gtg eeg gcc gac ace 384 ■ 
Ala Phe Ala Glu Leu Arg Glu Cys He Pro Asn Val Pro Ala Asp Thr 

115 120 125 

aag etc tec aag ate aag act etg cgc eta gee acc age tac ate gcc 432 
Lys Leu Ser Lys He Lys Thr Leu Arg Leu Ala Thr Ser Tyr He Ala 

130 135 140 

tac etg atg gac gtg etg gee aag gat gea cag tet ggc gat ccc gag 480 
Tyr Leu Met Asp Val Leu Ala Lys Asp Ala Gin Ser Gly Asp Pro Glu 
145 150 155 160 

gee tte aag get gaa etc aag aag gcg gat ggc ggc cgt gag age aag 528 
Ala Phe Lys Ala Glu Leu Lys Lys Ala Asp Gly Gly Arg Glu Ser Lys 

165 170 175 

egg aaa agg gag etg cag cag eac gaa ggt ttt ect cct gee etg ggc 576 
Arg Lys Arg Glu Leu Gin Gin His Glu Gly Phe Pro Pro Ala Leu Gly 

180 185 190 

cca gtc gag aag agg att aaa gga cgc ace ggc tgg ceg cag caa gtc , 624 
Pro Val Glu Lys Arg He Lys Gly Arg Thr Gly Trp Pro Gin Gin Val 

195 200 205 

tgg geg etg gag tta aac cag 645 
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Trp Ala Leu Glu Leu 
210 



Asn Gin 
215 



<210> 25 
<211> 411 
<212> PRT 

<213> Homo sapiens 
<400> 25 

Met Glu Arg Met Ser Asp Ser Ala Asp Lys Pro He Asp Asn Asp Ala 

15 10 15 

Glu Gly Val Trp Ser Pro Asp lie Glu Gin Ser Phe Gin Glu Ala Leu 

20 25 30 

Ala He Tyr Pro Pro Cys Gly Arg Arg Lys He He Leu Ser Asp Glu 

35 40 45 

Gly Lys Met Tyr Gly Arg Asn Glu Leu He Ala Arg Tyr He Lys Leu 

50 55 60 

Arg Thr Gly Lys Thr Arg Thr Arg Lys Gin Val Ser Ser His He Gin 
65 70 75 80 

Val Leu Ala Arg Arg Lys Ser Arg Asp Phe His Ser Lys Leu Lys Asp 

85 90 95 

Gin Thr Ala Lys Asp Lys Ala Leu Gin His Met Ala Ala Met Ser Ser 

100 105 110 

Ala Gin He Val Ser Ala Thr Ala He His Asn Lys Leu Gly Leu Pro 

115 120 125 

Gly He Pro Arg Pro Thr Phe Pro Gly Ala Pro Gly Phe Trp Pro Gly 

130 135 140 

Met He Gin Thr Gly Gin Pro Gly Ser Ser Gin Asp Val Lys Pro Phe 
145 150 155 160 

Val Gin Gin Ala Tyr Pro He Gin Pro Ala Val Thr Ala Pro He Pro 

165 170 175 

Gly Phe Glu Pro Ala Ser Ala Pro Ala Pro Ser Val Pro Ala Trp Gin 

180 185 190 

Gly Arg Ser He Gly Thr Thr Lys Leu Arg Leu Val Glu Phe Ser Ala 

195 200 205 

Phe Leu Glu Gin Gin Arg Asp Pro Asp Ser Tyr Asn Lys His Leu Phe 

210 215 220 

Val His He Gly His Ala Asn His Ser Tyr Ser Asp Pro Leu Leu Glu 
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225 230 235 240 

Ser Val Asp He Arg Gin He Tyr Asp Lys Phe Pro Glu Lys Lys Gly 

245 250 255 

Gly Leu Lys Glu Leu Phe Gly Lys Gly Pro Gin Asn Ala Phe Phe Leu 

260 265 270 

Val Lys Phe Trp Ala Asp Leu Asn Cys Asn He Gin Asp Asp Ala Gly 

275 280 285 

Ala Phe Tyr Gly Val Thr Ser Gin Tyr Glu Ser Ser Glu Asn Met Thr 

290 295 300 

Val Thr Cys Ser Thr Lys Val Cys Ser Phe Gly Lys Gin Val Val Glu 
305 310 315 320 

Lys Val Glu Thr Glu Tyr Ala Arg Phe Glu Asn Gly Arg Phe Val Tyr 

325 330 335 

Arg He Asn Arg Ser Pro Met Cys Glu Tyr Met He Asn Phe lie His 

340 345 350 

Lys Leu Lys His Leu Pro Glu Lys Tyr Met Met Asn Ser Val Leu Glu 

355 360 365 

Asn Phe Thr He Leu Leu Val Val Thr Asn Arg Asp Thr Gin Glu Thr 

370 375 380 

Leu Leu Cys Met Ala Cys Val Phe Glu Val Ser Asn Ser Glu His Gly 
385 390 395 400 

Ala Gin His His He Tyr Arg Leu Val Lys Asp 
405 410 

<210> 26 

<211> 1233 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(1236) 

<400> 26 

atg gaa agg atg agt gac tct gca gat aag cca att gac aat gat gca 48 
Met Glu Arg Met Ser Asp Ser Ala Asp Lys Pro He Asp Asn Asp Ala 

15 10 15 

gaa ggg gtc tgg age ccc gac ate gag eaa age ttt cag gag gee ctg 96 
Glu Gly Val Trp Ser Pro Asp He Glu Gin Ser Phe Gin Glu Ala Leu 
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20 25 30 

get ate tat cea eea tgt ggg agg agg aaa ate ate tta tea gac gaa 144 
Ala He Tyr Pro Pro Cys Gly Arg Arg Lys He He Leu Ser Asp Glu 

35 40 45 

ggc aaa atg tat ggt agg aat gaa ttg ata gee aga tae ate aaa etc 192 
Gly Lys Met Tyr Gly Arg Asn Glu Leu He Ala Arg Tyr He Lys Leu 

50 55 60 

agg aca ggc aag acg agg acc aga aaa cag gtg tct Eigt cac att cag 240 
Arg Thr Gly Lys Thr Arg Thr Arg Lys Gin Val Ser Ser His He Gin 
65 70 75 . 80 

gtt ctt gcc aga £igg aaa tct cgt gat ttt cat tec aag eta £iag gat 288 
Val Leu Ala Arg Arg Lys Ser Arg Asp Phe His Ser Lys Leu Lys Asp 

85 90 95 

eag act gea aag gat aeig gee etg eag eac atg geg gee atg tee tea 336 
Gin Thr Ala Lys Asp Lys Ala Leu Gin His Met Ala Ala Met Ser Ser 

100 105 110 

gee eag ate gte teg gee act gcc att cat aac aag etg ggg etg cet 384 
Ala Gin He Val Ser Ala Thr Ala He His Asn Lys Leu Gly Leu Pro ' 

115 120 125 

ggg att cea cgc ccg ace ttc cea ggg gcg ccg ggg ttc tgg ccg gga 432 
Gly He Pro Arg Pro Thr Phe Pro Gly Ala Pro Gly Phe Trp Pro Gly 

130 135 140 

atg att caa aca ggg cag cea gga tec tea caa gac gte aag ect ttt 480 
Met He Gin Thr Gly Gin Pro Gly Ser Ser Gin Asp Val Lys Pro Phe 
145 150 155 160 

gtg cas cag gcc tac ccc ate cag cea gcg gte aca gcc ecc att cea 528 
Val Gin Gin Ala Tyr Pro He Gin Pro Ala Val Thr Ala Pro He Pro 

165 170 175 

ggg ttt gag ect gca teg gcc cea get ccc tea gte cet gcc tgg caa 576 
Gly Phe Glu Pro Ala Ser Ala Pro Ala Pro Ser Val Pro Ala Trp Gin 

180 185 190 

ggt cgc tec att ggc aca acc aag ctt cgc etg gtg gaa ttt tea get 624 
Gly Arg Ser He Gly Thr Thr Lys Leu Arg Leu Val Glu Phe Ser Ala 

195 200 205 

ttt etc gag cag eag cga gac cea gac teg tac aac aaa eac etc ttc 672 
Phe Leu Glu Gin Gin Arg Asp Pro Asp Ser Tyr Asn Lys His Leu Phe 
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210 215 220 

gtg cac att ggg cat gcc aac cat tct tac agt gac cca ttg ctt gaa 720 
Val His He Gly His Ala Asn His Ser Tyr Ser Asp Pro Leu Leu Glu 
225 230 235 240 

tea gtg gac att cgt cag att tat gac aaa ttt cct gaa aag aaa ggt 768 
Ser Val Asp He Arg Gin He Tyr Asp Lys Phe Pro Glu Lys Lys Gly 

245 250 255 

ggc tta aag gaa ctg ttt gga aag ggc cct caa aat gcc ttc ttc etc 816 
Gly Leu Lys Glu Leu Phe Gly Lys Gly Pro Gin Asn Ala Phe Phe Leu 

260 265 270 

gta aaa ttc tgg get gat tta aac tgc aat att caa gat gat get ggg 864 
Val Lys Phe Trp Ala Asp Leu Asn Cys Asn He Gin Asp Asp Ala Gly 

275 280 285 

get ttt tat ggt gta acc agt cag tac gag agt tct gaa aat atg aca 912 
Ala Phe Tyr Gly Val Thr Ser Gin Tyr Glu Ser Ser Glu Asn Met Thr 

290 295 300 

gtc acc tgt tec ace aaa gtt tgc tec ttt ggg aag caa gta gta gaa 960 
Val Thr Cys Ser Thr Lys Val Cys Ser Phe Gly Lys Gin Val Val Glu 
305 310 315 320 

aaa gta gag acg gag tat gca agg ttt gag aat ggc cga ttt gta tac 1008 
Lys Val Glu Thr Glu Tyr Ala Arg Phe Glu Asn Gly Arg Phe Val Tyr 

325 330 335 

cga ata aac cgc tec cca atg tgt gaa tat atg ate aac ttc .ate cac 1056 
Arg He Asn Arg Ser Pro Met Cys Glu Tyr Met He Asn Phe He His 

340 345 350 

aag etc aaa cac tta cca gag aaa tat atg atg aac agt gtt ttg gaa 1104 
Lys Leu Lys His Leu Pro Glu Lys Tyr Met Met Asn Ser Val Leu Glu 

355 360 365 

aac ttc aca att tta ttg gtg gta aca aac agg gat aca caa gaa act 1152 
Asn Phe Thr He Leu Leu Val Val Thr Asn Arg Asp Thr Gin Glu Thr 

370 375 380 

eta etc tgc atg gcc tgt gtg ttt gaa gtt tea aat agt gaa cac gga 1200 
Leu Leu Cys Met Ala Cys Val Phe Glu Val Ser Asn Ser Glu His Gly 
385 390 395 400 

gca caa cat cat att tac agg ctt gta aag gac 1233 
Ala Gin His His He Tyr Arg Leu Val Lys Asp 
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405 410 

<210> 27 
<211> 427 
<212> PRT 

<213> Homo sapiens 
<400> 27 

He Thr Ser Asn 61u Trp Ser Ser Pro Thr Ser Pro Glu Gly Ser Thr 

15 10 15 

Ala Ser Gly Gly Ser Gin Ala Leu Asp Lys Pro lie Asp Asn Asp Ala 

20 25 30 

Glu Gly Val Trp Ser Pro Asp lie Glu Gin Ser Phe Gin Glu Ala Leu 

35 40 45 

Ala lie Tyr Pro Pro Cys Gly Arg Arg Lys He He Leu Ser Asp Glu 

50 55 60 

Gly Lys Met Tyr Gly Arg Asn Glu Leu He Ala Arg Tyr He Lys Leu 
65 70 75 80 

Arg Thr Gly Lys Thr Arg Thr Arg Lys Gin Val Ser Ser His He Gin 

85 90 95 

Val Leu Ala Arg Arg Lys Ala Arg Glu lie Gin Ala Lys Leu Lys Asp 

100 105 110 

Gin Ala Ala Lys Asp Lys Ala Leu Gin Ser Met Ala Ala Met Ser Ser 

115 120 125 

Ala Gin He He Ser Ala Thr Ala Phe His Ser Ser Met Ala Leu Ala 

130 135 140 

Arg Gly Pro Gly Arg Pro Ala Val Ser Gly Phe Trp Gin Gly Ala Leu 
145 150 155 160 

Pro Gly Gin Ala Gly Thr Ser His Asp Val Lys Pro Phe Ser Gin Gin 

165 170 175 

Thr Tyr Ala Val Gin Pro Pro Leu Pro Leu Pro Gly Phe Glu Ser Pro 

180 185 190 

Ala Gly Pro Ala Pro Ser Pro Ser Ala Pro Pro Ala Pro Pro Trp Gin 

195 200 205 

Gly Arg Ser Val Ala Ser Ser Lys Leu Trp Met Leu Glu Phe Ser Ala 

210 215 220 

Phe Leu Glu Gin Gin Gin Asp Pro Asp Thr Tyr Asn Lys His Leu Phe 
225 230 235 240 
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Val His He Gly Gin Ser Ser Pro Ser Tyr Ser Asp Pro Tyr Leu Glu 

245 250 255 

Ala Val Asp He Arg Gin He Tyr Asp Lys Phe Pro Glu Lys Lys Gly 

260 265 270 

Gly Leu Lys Asp Leu Phe Glu Arg Gly Pro Ser Asn Ala Phe Phe Leu 

275 280 285 

Val Lys Phe Trp Ala Asp Leu Asn Thr Asn lie Glu. Asp Glu Gly Ser 

290 295 300 

Ser Phe Tyr Gly Val Ser Ser Gin Tyr Glu Ser Pro Glu Asn Met He 
305 310 315 320 

He Thr Cys Ser Thr Lys Val Cys Ser Phe Gly Lys Gin Val Val Glu 

325 330 335 

Lys Val Glu Thr Glu Tyr Ala Arg Tyr Glu Asn Gly His Tyr Ser Tyr 

340 345 350 

Arg He His Arg Ser Pro Leu Cys Glu Tyr Met He Asn Phe He. His 

355 360 365 

Lys Leu Lys His Leu Pro Glu Lys Tyr Met Met Asn Ser Val Leu Glu 

370 375 380 

Asn Phe Thr He Leu Gin Val Val Thr Asn Arg Asp Thr Gin Glu Thr 
385 390 395 400 

Leu Leu Cys He Ala Tyr Val Phe Glu Val Ser Ala Ser Glu His Gly 

405 410 415 

Ala Gin His His He Tyr Arg Leu Val Lys Glu 
420 425 

<210> 28 

<211> 1281 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(1284) 

<400> 28 

att acc tec aac gag tgg age tct ecc aec tec ect gag ggg age ace 48 
He Thr Ser Asn Glu Trp Ser Ser Pro Thr Ser Pro Glu Gly Ser Thr 

15 10 15 

gee tct ggg ggc agt cag gca ctg gac aag ccc ate gac aat gac gca 96 
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Ala Ser Gly Gly Ser Gin Ala Leu Asp Lys Pro He Asp Asn Asp Ala 

20 25 30 

gag ggc gtg tgg age ccg gat att gag cag agt ttc cag gag gcc etc 144 
Glu Gly Val Trp Ser Pro Asp He Glu Gin Ser Phe Gin Glu Ala Leu 

35 40 45 

gee ate tae ceg eee tgt gge agg cge aaa ate ate etg teg gac gag 192 
Ala He Tyr Pro Pro Cys Gly Arg Arg Lys He He Leu Ser Asp Glu 

50 55 60 

ggc aag atg tat ggt egg aac gag etg att gee cgc tac ate a&g etc 240 
Gly Lys Met Tyr Gly Arg Asn Glu Leu He Ala Arg Tyr He Lys Leu 
65 70 75 80 

egg aca ggg aag ace cgc acc agg aag cag gtc tec age cac ate cag 288 
Arg Thr Gly Lys Thr Arg Thr Arg Lys Gin Val Ser Ser His He Gin 

85 90 95 

gtg etg get egt ege aaa get ege gag ate eag gee aag eta aag gac 336 
Val Leu Ala Arg Arg Lys Ala Arg Glu He Gin Ala Lys Leu Lys Asp 

100 105 110 

cag gea get aag gac aag gcc etg cag cigc atg get gcc atg teg tet 384 
Gin Ala Ala Lys Asp Lys Ala Leu Gin Ser Met Ala Ala Met Ser Ser 

115 120 125 

gea cag ate ate tec gee aeg gee ttc cac agt age atg gcc etc gcc 432 
Ala Gin He He Ser Ala Thr Ala Phe His Ser Ser Met Ala Leu Ala 

130 135 140 

egg ggc ccc ggc cgc cca gea gtc tea ggg ttt tgg caa gga get ttg 480 
Arg Gly Pro Gly Arg Pro Ala Val Ser Gly Phe Trp Gin Gly Ala Leu 
145 150 155 160 

cca gge caa gcc gga acg tec cat gat gtg aag cct ttc tct cag caa 528 
Pro Gly Gin Ala Gly Thr Ser His Asp Val Lys Pro Phe Ser Gin Gin 

165 170 175 

ace tat get gtc cag cct ccg etg cct etg cca ggg ttt gag tct cct 576 
Thr Tyr Ala Val Gin Pro Pro Leu Pro Leu Pro Gly Phe Glu Ser Pro 

180 185 190 

gea ggg ccc gee cca teg ccc tct geg eee ceg gea ccc cca tgg cag 624 
Ala Gly Pro Ala Pro Ser Pro Ser Ala Pro Pro Ala Pro Pro Trp Gin 

195 200 205 

ggc cge £Lgc gtg gcc age tec aag etc tgg atg ttg gag ttc tct gee 672 
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Gly Arg Ser Val Ala Ser Ser Lys Leu Trp Met Leu Glu Phe Ser Ala 

210 215 220 

ttc ctg gag cag cag cag gac ccg gac acg tac aac aag cac ctg ttc 720 
Phe Leu Glu Gin Gin Gin Asp Pro Asp Thr Tyr Asn Lys His Leu Phe 
225 230 235 240 

gtg cac att ggc cag tec age cca age tac age gac ccc tac etc gaa 768 
Val His He Gly Gin Ser Ser Pro Ser Tyr Ser Asp Pro Tyr Leu Glu 

245 250 255 

gcc gtg gac ate cgc caa ate tat gac aaa ttc ccg gag eiaa aag ggt 816 
Ala Val Asp lie Arg Gin He Tyr Asp Lys Phe Pro Glu Lys Lys Gly 

260 265 270 

gga etc aag gat etc ttc gaa egg gga ccc tec aat gcc ttt ttt ctt 864 
Gly Leu Lys Asp Leu Phe Glu Arg Gly Pro Ser Asn Ala Phe Phe Leu 

275 280 285 

gtg aag ttc tgg gca gac etc aac acc aac ate gag gat gaa ggc age 9.12 
Val Lys Phe Trp Ala Asp Leu Asn Thr Asn He Glu Asp Glu Gly Ser 

290 295 300 

tec ttc tat ggg gte tec age cag tat gag age ccc gag aac atg ate 960 
Ser Phe Tyr Gly Val Ser Ser Gin Tyr Glu Ser Pro Glu Asn Met He 
'305 310 315 320 

ate acc tgc tec acg aag gte tgc tct ttc ggc aag cag gtg gtg gag 1008 
He Thr Cys Ser Thr Lys Val Cys Ser Phe Gly Lys Gin Val Val Glu 

325 330 335 

aaa gtt gag aca gag tat get cgc tat gag aat gga cac tac tet tac 1056 
Lys Val Glu Thr Glu Tyr Ala Arg Tyr Glu Asn Gly His Tyr Ser Tyr 

340 345 350 

cgc ate cac egg tec ccg etc tgt gag tac atg ate aac ttc ate cac 1104 
Arg He His Arg Ser Pro Leu Cys Glu Tyr Met He Asn Phe He His 

355 360 365 

aag etc aag cac etc cct gag aag tac atg atg aac age gtg ctg gag 1152 
Lys Leu Lys His Leu Pro Glu Lys Tyr Met Met Asn Ser Val Leu Glu 

370 375 380 

aac ttc acc ate ctg cag gtg gte acc aac aga gac aca cag gag acc 1200 
Asn Phe Thr He Leu Gin Val Val Thr Asn Arg Asp Thr Gin Glu Thr 
385 390 395 400 

ttg ctg tgc att gcc tat gte ttt gag gtg tea gee agt gag cac ggg 1248 
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Leu Leu Cys He Ala Tyr Val Phe Glu Val Ser Ala Ser Glu His Gly 

405 410 415 

get cag cac cac ate tae agg ctg gtg aaa gaa 1281 
Ala Gin His His He Tyr Arg Leu Val Lys Glu 
420 425 

<210> 29 
<211> 435 
<212> PRT 

<213> Homo sapiens 
<400> 29 

He Ala Ser Asn Ser Trp Asn Ala Ser Ser Ser Pro Gly Glu Ala Arg 

1 5 10 15 

Glu Asp Gly Pro Glu Gly Leu Asp Lys Gly Leu Asp Asn Asp Ala Glu 

20 25 30 

Gly Val Trp Ser Pro Asp He Glu Gin Ser Phe Gin Glu Ala Leu Ala 

35 40 45 

He Tyr Pro Pro Cys Gly Arg Arg Lys He He Leu Ser Asp Glu Gly 

50 55 60 

Lys Met Tyr Gly Arg Asn Glu Leu He Ala Arg Tyr He Lys Leu Arg 
65 70 75 80 

Thr Gly Lys Thr Arg Thr Arg Lys Gin Val Ser Ser His He Gin Val 

85 90 95 

Leu Ala Arg Lys Lys Val Arg Glu Tyr Gin Val Gly He Lys Ala Met 

100 105 110 

Asn Leu Asp Gin Val Ser Lys Asp Lys Ala Leu Gin Ser Met Ala Ser 

115 120 125 

Met Ser Ser Ala Gin He Val Ser Ala Ser Val Leu Gin Asn Lys Phe 

130 135 140 

Ser Pro Pro Ser Pro Leu Pro Gin Ala Val Phe Ser Thr Ser Ser Arg 
145 150 155 160 

Phe Trp Ser Ser Pro Pro Leu Leu Gly Gin Gin Pro Gly Pro Ser Gin 

165 170 175 

Asp He Lys Pro Phe Ala Gin Pro Ala Tyr Pro He Gin Pro Pro Leu 

180 185 190 

Pro Pro Thr Leu Ser Ser Tyr Glu Pro Leu Ala Pro Leu Pro Ser Ala 
195 200 205 
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Ala Ala Ser Val Pro Val Trp Gin Asp Arg Thr He Ala Ser Ser Arg 

210 215 220 

Leu Arg Leu Leu Glu Tyr Ser Ala Phe Met Glu Val Gin Arg Asp Pro 
225 230 235 240 

Asp Thr Tyr Ser Lys His Leu Phe Val His He Gly Gin Thr Asn Pro 

245 250 255 

Ala Phe Ser Asp Pro Pro Leu Glu Ala Val Asp Val Arg Gin He Tyr 

260 265 270 

Asp Lys Phe Pro Glu Lys Lys Gly Gly Leu Lys Glu Leu Tyr Glu Lys 

275 280 285 

Gly Pro Pro Asn Ala Phe Phe Leu Val Lys Phe Trp Ala Asp Leu Asn 

290 295 300 

Ser Thr He Gin Glu Gly Pro Gly Ala Phe Tyr Gly Val Ser Ser Gin 
305 310 315 320 

Tyr Ser Ser Ala Asp Ser Met Thr He Ser Val Ser Thr Lys Val Cys 

325 330 335 

Ser Phe Gly Lys Gin Val Val Glu Lys Val Glu Thr Glu Tyr Ala Arg 

340 345 350 

Leu Glu Asn Gly Arg Phe Val Tyr Arg He His Arg Ser Pro Met Cys 

355 360 365 

Glu Tyr Met He Asn Phe He His Lys Leu Lys His Leu Pro Glu Lys 

370 375 380 

Tyr Met Met Asn Ser Val Leu Glu Asn Phe Thr He Leu Gin Val Val 
385 390 395 400 

Thr Ser Arg Asp Ser Gin Glu Thr Leu Leu Val He Ala Phe Val Phe 

405 410 415 

Glu Val Ser Thr Ser Glu His Gly Ala Gin His His Val Tyr Lys Leu 
420 425 430 

Val Lys Asp 

<210> 30 

<211> 1305 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(1305) 
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<400> 30 

ata gcg tec aac age tgg aac gee age age age cce ggg gag gee egg 48 
He Ala Ser Asn Ser Trp Asn Ala Ser Ser Ser Pro Gly Glu Ala Arg 

15 10 15 

gag gat ggg eec gag gge etg gae aag ggg ctg gac aae gat gcg gag 96 
Glu Asp Gly Pro Glu Gly Leu Asp Lys Gly Leu Asp Asn Asp Ala Glu 

20 25 30 

ggc gtg tgg age ecg gac ate gag cag age ttc eag gag gee etg gee 144 
Gly Val Trp Ser Pro Asp He Glu Gin Ser Phe Gin Glu Ala Leu Ala 

35 40 45 

ate tac ccg cce tgc ggc egg egg aag ate ate ctg tea gac gag ggc 192 
He Tyr Pro Pro Cys Gly Arg Arg Lys He He Leu Ser Asp Glu Gly 

50 55 60 

a£ig atg tac ggc ega aat gag ttg att gea cgc tat att aaa ctg agg 240 
Lys Met Tyr Gly Arg Asn Glu Leu He Ala Arg Tyr He Lys Leii Arg 
65 70 75 80 

acg ggg aag act egg aeg aga aaa cag gtg tec age eac ata eag gtt 288 
Thr Gly Lys Thr Arg Thr Arg Lys Gin Val Ser Ser His He Gin Val 

85 90 95 

eta get egg aag aag gtg egg gag tac cag gtt ggc ate aag gee atg 336 
Leu Ala Arg Lys Lys Val Arg Glu Tyr Gin Val Gly He Lys Ala Met 

100 105 110 

aac etg gac cag gte tec aag gac aaa gee ctt cag age atg gcg tec 384 
Asn Leu Asp Gin Val Ser Lys Asp Lys Ala Leu Gin Ser Met Ala Ser 

115 120 125 

atg tec tct gee cag ate gte tet gee agt gtc ctg eag aac a£ig ttc 432 
Met Ser Ser Ala Gin He Val Ser Ala Ser Val Leu Gin Asn Lys Phe 

130 135 140 

age cea cct tec ect ctg cce eag gee gtc ttc tec act tec teg egg 480 
Ser Pro Pro Ser Pro Leu Pro Gin Ala Val Phe Ser Thr Ser Ser Arg 
145 150 155 160 

ttc tgg age age cce cct etc ctg gga cag eag ect gga cce tet cag 528 
Phe Trp Ser Ser Pro Pro Leu Leu Gly Gin Gin Pro Gly Pro Ser Gin 

165 170 175 

gae ate aag eec ttt gca cag cea gee tac eec ate cag ccg cce ctg 576 
Asp He Lys Pro Phe Ala Gin Pro Ala Tyr Pro He Gin Pro Pro Leu 
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180 185 190 

ccg ccg acg etc age agt tat gag eee ctg gee eeg ete eee tea get 624 
Pro Pro Thr Leu Ser Ser Tyr Glu Pro Leu Ala Pro Leu Pro Ser Ala 

195 200 205 

get gee tet gtg ect gtg tgg eag gac cgt ace att gee tee tec egg 672 
Ala Ala Ser Val Pro Val Trp Gin Asp Arg Thr He Ala Ser Ser Arg 

210 215 220 

ctg egg etc ctg gag tat tea gee ttc atg gag gtg eag cga gac ect 720 
Leu Arg Leu Leu Glu Tyr Ser Ala Phe Met Glu Val Gin Arg Asp Pro 
225 230 235 240 

gac acg tac age aaa cac ctg ttt gtg cac ate ggc eag acg aac ccc 768 
Asp Thr Tyr Ser Lys His Leu Phe Val His He Gly Gin Thr Asn Pro 

245 250 255 

gee ttc tea gac cea eee ctg gag gca gta gat gtg ege eag ate tat 816 
Ala Phe Ser Asp Pro Pro Leu Glu Ala Val Asp Val Arg Gin He Tyr . 

260 265 270 

gac aaa ttc eee gag aaa aag gga gga ttg aag gag ete tat gag aag 864 
Asp Lys Phe Pro Glu Lys Lys Gly Gly Leu Lys Glu Leu Tyr Glu Lys 

275 280 285 

ggg eee ect aat gee ttc ttc ett gte aag ttc tgg gee gac ete aac 912 
Gly Pro Pro Asn Ala Phe Phe Leu Val Lys Phe Trp Ala Asp Leu Asn 

290 295 300 

age acc ate cag gag ggc ccg gga gee ttc tat ggg gtc age tct eag 960 
Ser Thr He Gin Glu Gly Pro Gly Ala Phe Tyr Gly Val Ser Ser Gin 
305 310 315 320 

tac age tct get gat age atg acc ate age gtc tec acc aag gtg tgc 1008 
Tyr Ser Ser Ala Asp Ser Met Thr He Ser Val Ser Thr Lys Val Cys 

325 330- 335 

tec ttt ggc aaa eag gtg gta gag aag gtg gag act gag tat gee agg 1056 
Ser Phe Gly Lys Gin Val Val Glu Lys Val Glu Thr Glu Tyr Ala Arg 

340 345 350 

ctg gag aac ggg ege ttt gtg tac cgt ate cac ege teg eee atg tgc 1104 
Leu Glu Asn Gly Arg Phe Val Tyr Arg He His Arg Ser Pro Met Cys 

355 360 365 

gag tac atg ate aac ttc ate eae aag ctg aag cac ctg eee gag aag 1152 
Glu Tyr Met He Asn Phe lie His Lys Leu Lys His Leu Pro Glu Lys 
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370 375 380 

tac atg atg aac age gtg ctg gag aac ttc acc ate ctg cag gtg gte 1200 
Tyr Met Met Asn Ser Val Leu Glu Asn Phe Thr He Leu Gin Val Val 
385 390 395 400 

aeg age egg gac tec cag gag acc ttg ctt gtc att get ttt gtc ttc 1248 
Thr Ser Arg Asp Ser Gin Glu Thr Leu Leu Val He Ala Phe Val Phe 

405 410 415 

gaa gtc tec acc agt gag cac ggg gee cag eac cat gtc tac aag etc 1296 
Glu Val Ser Thr Ser Glu His Gly Ala Gin His His Val Tyr Lys Leu 

420 425 430 

gtc aaa gac 1305 
Val Lys Asp 
435 

<210> 31 
<211> 1132 
<212> PRT 
<213> Homo sapiens 
<400> 31 

Met Pro Arg Ala Pro Arg Cys Arg Ala Val Arg Ser Leu Leu Arg Ser 

15 10 15 

His Tyr Arg Glu Val Leu Pro Leu Ala Thr Phe Val Arg Arg Leu Gly 

20 25 30 

Pro Gin Gly Trp Arg Leu Val Gin Arg Gly Asp Pro Ala Ala Phe Arg 

35 40 45 

Ala Leu Val Ala Gin Cys Leu Val Cys Val Pro Trp Asp Ala Arg Pro 

50 55 60 

Pro Pro Ala Ala Pro Ser Phe Arg Gin Val Ser Cys Leu Lys Glu Leu 
65 70 75 80 

Val Ala Arg Val Leu Gin Arg Leu Cys Glu Arg Gly Ala Lys Asn Val 

85 90 95 

Leu Ala Phe Gly Phe Ala Leu Leu Asp Gly Ala Arg Gly Gly Pro Pro 

100 105 110 

Glu Ala Phe Thr Thr Ser Val Arg Ser Tyr Leu Pro Asn Thr Val Thr 

115 120 125 

Asp Ala Leu Arg Gly Ser Gly Ala Trp Gly Leu Leu Leu Arg Arg Val 
130 135 140 
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Gly Asp Asp Val Leu Val His Leu Leu Ala Arg Cys Ala Leu Phe Val 
145 150 155 160 

Leu Val Ala Pro Ser Cys Ala Tyr Gin Val Cys Gly Pro Pro Leu Tyr 

165 170 175 

Gin Leu Gly Ala Ala Thr Gin Ala Arg Pro Pro Pro His Ala Ser Gly 

180 185 190 

Pro Arg Arg Arg Leu Gly Cys Glu Arg Ala Trp Asn.His Ser Val Arg 

195 200 205 

Glu Ala Gly Val Pro Leu Gly Leu Pro Ala Pro Gly Ala Arg Arg Arg 

210 215 220 

Gly Gly Ser Ala Ser Arg Ser Leu Pro Leu Pro Lys Arg Pro Arg Arg 
225 230 235 240 

Gly Ala Ala Pro Glu Pro Glu Arg Thr Pro Val Gly Gin Gly Ser Trp 

245 250 255 

Ala His Pro Gly Arg Thr Arg Gly Pro Ser Asp Arg Gly Phe Cys Val 

260 265 270 

Val Ser Pro Ala Arg Pro Ala Glu Glu Ala Thr Ser Leu Glu Gly Ala 

275 280 285 

Leu Ser Gly Thr Arg His Ser His Pro Ser Val Gly Arg Gin His His 

290 295 300 

Ala Gly Pro Pro Ser Thr Ser Arg Pro Pro Arg Pro Trp Asp Thr Pro 
305 310 315 320 

Cys Pro Pro Val Tyr Ala Glu Thr Lys His Phe Leu Tyr Ser Ser Gly 

325 330 335 

Asp Lys Glu Gin Leu Arg Pro Ser Phe Leu Leu Ser Ser Leu Arg Pro 

340 345 350 

Ser Leu Thr Gly Ala Arg Arg Leu Val Glu Thr He Phe Leu Gly Ser 

355 360 365 

Arg Pro Trp Met Pro Gly Thr Pro Arg Arg Leu Pro Arg Leu Pro Gin 

370 375 380 

Arg Tyr Trp Gin Met Arg Pro Leu Phe Leu Glu Leu Leu Gly Asn His 
385 390 395 400 

Ala Gin Cys Pro Tyr Gly Val Leu Leu Lys Thr His Cys Pro Leu Arg 

405 410 415 

Ala Ala Val Thr Pro Ala Ala Gly Val Cys Ala Arg Glu Lys Pro Gin 
420 425 430 
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Gly Ser Val Ala Ala Pro Glu Glu Glu Asp 

435 440 
Val Gin Leu Leu Arg Gin His Ser Ser Pro 

450 455 
Val Arg Ala Cys Leu Arg Arg Leu Val Pro 
465 470 
Arg His Asn Glu Arg Arg Phe Leu Arg Asn 
485 490 
Leu Gly Lys His Ala Lys Leu Ser Leu Gin 

500 505 
Ser Val Arg Asp Cys Ala Trp Leu Arg Arg 

515 520 
Val Pro Ala Ala Glu His Arg Leu Arg Glu 

530 535 
Leu His Trp Leu Met Ser Val Tyr Val Val 
545 550 
Phe Tyr Val Thr Glu Thr Thr Phe Gin Lys 
565 570 
Arg Lys Ser Val Trp Ser Lys Leu Gin Ser 

580 585 
Leu Lys Arg Val Gin Leu Arg Glu Leu Ser 

595 600 
His Arg Glu Ala Arg Pro Ala Leu Leu Thr 

610 615 
Pro Lys Pro Asp Gly Leu Arg Pro He Val 
625 630 
Gly Ala Arg Thr Phe Arg Arg Glu Lys Arg 
645 650 
Arg Val Lys Ala Leu Phe Ser Val Leu Asn 

660 665 
Pro Gly Leu Leu Gly Ala Ser Val Leu Gly 

675 680 
Ala Trp Arg Thr Phe Val Leu Arg Val Arg 

690 695 
Glu Leu Tyr Phe Val Lys Val Asp Val Thr 
705 710 



Thr Asp Pro Arg Arg Leu 
445 

Trp Gin Val Tyr Gly Phe 
460 

Pro Gly Leu Trp Gly Ser 
475 480 
Thr Lys Lys Phe lie Ser 
495 

Glu Leu Thr Trp Lys Met 
510 

Ser Pro Gly Val Gly Cys 
525 

Glu He Leu Ala Lys Phe 

540 

Glu Leu Leu Arg Ser Phe 

555 560 
Asn Arg Leu Phe Phe Tyr 
575 

He Gly He Arg Gin His 
590 

Glu Ala Glu Val Arg Gin 
605 

Ser Arg Leu Arg Phe He 
620 

Asn Met Asp Tyr Val Val 
635 640 
Ala Glu Arg Leu Thr Ser 
655 

Tyr Glu Arg Ala Arg Arg 

670 

Leu Asp Asp He His Arg 

685 

Ala Gin Asp Pro Pro Pro 
700 

Gly Ala Tyr Asp Thr He 
715 720 
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Pro Gin Asp Arg Leu Thr Glu Val He Ala Ser He He Lys Pro Gin 

725 730 735 

Asn Thr Tyr Cys Val Arg Arg Tyr Ala Val Val Gin Lys Ala Ala His 

740 745 750 

Gly His Val Arg Lys Ala Phe Lys Ser His Val Ser Thr Leu Thr Asp 

755 760 765 

Leu Gin Pro Tyr Met Arg Gin Phe Val Ala His Leu Gin Glu Thr Ser 

770 775 780 

Pro Leu Arg Asp Ala Val Val He Glu Gin Ser Ser Ser Leu Asn Glu 
785 790 795 800 

Ala Ser Ser Gly Leu Phe Asp Val Phe Leu Arg Phe Met Cys His His 

805 810 815 

Ala Val Arg He Arg Gly Lys Ser Tyr Val Gin Cys Gin Gly He Pro 

820 825 830 

Gin Gly Ser He Leu Ser Thr Leu Leu Cys Ser Leu Cys Tyr Gly Asp 

835 840 845 

Met Glu Asn Lys Leu Phe Ala Gly He Arg Arg Asp Gly Leu Leu Leu 

850 855 860 

Arg Leu Val Asp Asp Phe Leu Leu Val Thr Pro His Leu Thr His Ala 
865 870 875 880 

Lys Thr Phe Leu Arg Thr Leu Val Arg Gly Val Pro Glu Tyr Gly Cys 

885 890 895 

Val Val Asn Leu Arg Lys Thr Val Val Asn Phe Pro Val Glu Asp Glu 

900 905 910 

Ala Leu Gly Gly Thr Ala Phe Val Gin Met Pro Ala His Gly Leu Phe 

915 920 925 

Pro Trp Cys Gly Leu Leu Leu Asp Thr Arg Thr Leu Glu Val Gin Ser 

930 935 940 

Asp Tyr Ser Ser Tyr Ala Arg Thr Ser He Arg Ala Ser Leu Thr Phe 
945 950 955 960 

Asn Arg Gly Phe Lys Ala Gly Arg Asn Met Arg Arg Lys Leu Phe Gly 

965 970 975 

Val Leu Arg Leu Lys Cys His Ser Leu Phe Leu Asp Leu Gin Val Asn 

980 985 990 

Ser Leu Gin Thr Val Cys Thr Asn He Tyr Lys He Leu Leu Leu Gin 
995 1000 1005 
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Ala Tyr Arg Phe His Ala Cys Val Leu Gin Leu Pro Phe His Gin Gin 

1010 1015 1020 

Val Trp Lys Asn Pro Thr Phe Phe Leu Arg Val He Ser Asp Thr Ala 
1025 1030 1035 1040 

Ser Leu Cys Tyr Ser He Leu Lys Ala Lys Asn Ala Gly Met Ser Leu 

1045 1050 1055 

Gly Ala Lys Gly Ala Ala Gly Pro Leu Pro Ser Glu Ala Val Gin Trp 

1060 1065 1070 

Leu Cys His Gin Ala Phe Leu Leu Lys Leu Thr Arg His Arg Val Thr 

1075 1080 1085 

Tyr Val Pro Leu Leu Gly Ser Leu Arg Thr Ala Gin Thr Gin Leu Ser 

1090 1095 1100 

Arg Lys Leu Pro Gly Thr Thr Leu Thr Ala Leu Glu Ala Ala Ala Asn 
1105 1110 1115 1120 

Pro Ala Leu Pro Ser Asp Phe Lys Thr He Leu Asp 
1125 1130 

<210> 32 
<211> 3396 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(3399) 

<400> 32 

atg ccg cgc get ccc cgc tgc cga gcc gtg cgc tec ctg ctg ego age 48 
Met Pro Arg Ala Pro Arg Cys Arg Ala Val Arg Ser Leu Leu Arg Ser 

15 10 15 

cac tac cgc gag gtg ctg ccg ctg gcc acg ttc gtg egg cgc ctg ggg 96 
His Tyr Arg Glu Val Leu Pro Leu Ala Thr Phe Val Arg Arg Leu Gly 

20 25 30 

ccc cag ggc tgg egg ctg gtg cag cgc ggg gac ccg gcg get ttc cgc 144 
Pro Gin Gly Trp Arg Leu Val Gin Arg Gly Asp Pro Ala Ala Phe Arg 

35 40 45 

gcg ctg gtg gcc cag tgc ctg gtg tgc gtg ccc tgg gac gca egg ccg 192 
Ala Leu Val Ala Gin Cys Leu Val Cys Val Pro Trp Asp Ala Arg Pro 
50 55 60 
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ccc ccc gcc gcc ccc tec ttc cgc cag gtg tec tge ctg aag gag ctg 240 
Pro Pro Ala Ala Pro Ser Phe Arg Gin Val Ser Cys Leu Lys Glu Leu 
65 70 75 80 

gtg gee cga gtg ctg cag agg ctg tge gag cgc ggc gcg aag aac gtg 288 
Val Ala Arg Val Leu Gin Arg Leu Cys Glu Arg Gly Ala Lys Asn Val 

85 90 95 

ctg gcc ttc ggc ttc gcg ctg ctg gac ggg gcc cgc ggg ggc ccc ccc 336 
Leu Ala Phe Gly Phe Ala Leu Leu Asp Gly Ala Arg Gly Gly Pro Pro 

100 105 110 

gag gcc ttc ace acc age gtg cgc age tac ctg ccc aac acg gtg acc 384 
Glu Ala Phe Thr Thr Ser Val Arg Ser Tyr Leu Pro Asn Thr Val Thr 

115 120 125 

gac gca ctg egg ggg age ggg gcg tgg ggg ctg ctg ctg cgc cge gtg 432 
Asp Ala Leu Arg Gly Ser Gly Ala Trp Gly Leu Leu Leu Arg Arg Val 

130 135 140 

ggc gae gae gtg ctg gtt cac ctg ctg gca cge tge gcg etc ttt gtg 480 
Gly Asp Asp Val Leu Val His Leu Leu Ala Arg Cys Ala Leu Phe Val 
145 150 155 160 

ctg gtg get ccc age tge gee tac cag gtg tge ggg ceg ecg ctg tac 528 
Leu Val Ala Pro Ser Cys Ala Tyr Gin Val Cys Gly Pro Pro Leu Tyr 

165 170 ' 175 

c£ig etc ggc get gee act eag gee egg ccc ecg cea cac get agt gga 576 
Gin Leu Gly Ala Ala Thr Gin Ala Arg Pro Pro Pro His Ala Ser Gly 

180 185 190 

ccc cga £igg cgt ctg gga tge gaa egg gcc tgg aac cat age gtc agg 624 
Pro Arg Arg Arg Leu Gly Cys Glu Arg Ala Trp Asn His Ser Val Arg 

195 200 205 

gag gee ggg gtc ccc ctg ggc ctg cca gee ecg ggt gcg agg agg cge 672 
Glu Ala Gly Val Pro Leu Gly Leu Pro Ala Pro Gly Ala Arg Arg Arg 

210 215 220 

ggg ggc agt gcc age cga agt ctg ecg ttg ccc aag agg ccc agg cgt 720 
Gly Gly Ser Ala Ser Arg Ser Leu Pro Leu Pro Lys Arg Pro Arg Arg 
225 230 235 240 

ggc get gee ect gag ecg gag egg acg eee gtt ggg eag ggg tec tgg 768 
Gly Ala Ala Pro Glu Pro Glu Arg Thr Pro Val Gly Gin Gly Ser Trp 
245 250 255 



59/90 



wo 01/48151 



PCT/JPOO/09323 



gcc cac ccg ggc agg acg cgt gga ccg agt gac cgt ggt ttc tgt gtg 816 
Ala His Pro Gly Arg Thr Arg Gly Pro Ser Asp Arg Gly Phe Cys Val 

260 265 270 

gtg tea cct gcc aga ccc gcc gaa gaa gcc acc tct ttg gag ggt gcg 864 
Val Ser Pro Ala Arg Pro Ala Glu Glu Ala Thr Ser Leu Glu Gly Ala 

275 280 285 

etc tct ggc acg cge cac tec cac cca tec gtg ggc cgc cag cac cac 912 
Leu Ser Gly Thr Arg His Ser His Pro Ser Val Gly Arg Gin His His 

290 295 300 

gcg ggc ccc cca tec aca teg egg cca cca cgt cee tgg gac acg cct 960 
Ala Gly Pro Pro Ser Thr Ser Arg Pro Pro Arg Pro Trp Asp Thr Pro 
305 310 315 320 

tgt ccc ccg gtg tac gcc gag ace aag cac ttc etc tac tee tea ggc 1008 
Cys Pro Pro Val Tyr Ala Glu Thr Lys His Phe Leu Tyr Ser Ser Gly 

325 330 335 

gac aag gag cag ctg egg ccc tec ttc eta etc age tct ctg agg ccc 1056 
Asp Lys Glu Gin Leu Arg Pro Ser Phe Leu Leu Ser Ser Leu Arg Pro 

340 345 350 

age ctg act ggc get egg agg etc gtg gag acc ate ttt ctg ggt tec. 1104 
Ser Leu Thr Gly Ala Arg Arg Leu Val Glu Thr He Phe Leu Gly Ser 

355 360 365 

agg ccc tgg atg cca ggg act ccc cgc agg ttg ccc cge ctg ccc. cag 1152 
Arg Pro Trp Met Pro Gly Thr Pro Arg Arg Leu Pro Arg Leu Pro Gin 

370 375 380 

cgc tac tgg caa atg egg ccc ctg ttt ctg gag ctg ctt ggg aac cac 1200 
Arg Tyr Trp Gin Met Arg Pro Leu Phe Leu Glu Leu Leu Gly Asn His 
385 390 395 400 

gcg cag tgc ccc tac ggg gtg etc etc aag acg cac tge ccg ctg ega 1248 
Ala Gin Cys Pro Tyr Gly Val Leu Leu Lys Thr His Cys Pro Leu Arg 

405 410 415 

get gcg gte ace cca gea gee ggt gte tgt gee egg gag aag ccc cag 1296 
Ala Ala Val Thr Pro Ala Ala Gly Val Cys Ala Arg Glu Lys Pro Gin 

420 425 430 

ggc tct gtg gcg gcc ccc gag gag gag gac aca gac ccc cgt cgc ctg 1344 
Gly Ser Val Ala Ala Pro Glu Glu Glu Asp Thr Asp Pro Arg Arg Leu 
435 440 445 
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gtg cag ctg etc cgc cag cac age age ccc tgg cag gtg tac ggc ttc 1392 
Val Gin Leu Leu Arg Gin His Ser Ser Pro Trp Gin Val Tyr Gly Phe 

450 455 460 

gtg egg gee tge ctg cgc egg ctg gtg ccc eca ggc etc tgg ggc tec 1440 
Val Arg Ala Cys Leu Arg Arg Leu Val Pro Pro Gly Leu Trp Gly Ser 
465 470 475 480 

agg cac aac gaa cgc cgc ttc etc agg aac acc aag aag ttc ate tec 1488 
Arg His Asn Glu Arg Arg Phe Leu Arg Asn Thr Lys Lys Phe He Ser 

485 490 495 

ctg ggg aag cat gee aag etc teg ctg cag gag ctg acg tgg aag atg 1536 
Leu Gly Lys His Ala Lys Leu Ser Leu Gin Glu Leu Thr Trp Lys Met 

500 505 510 

age gtg egg gac tge get tgg ctg cgc agg age eca ggg gtt ggc tgt 1584 
Ser Val Arg Asp Cys Ala Trp Leu Arg Arg Ser Pro Gly Val Gly Cys 

515 520 525 

gtt ccg gee gca gag cac cgt ctg egt gag gag ate ctg gee aag ttc 1632 < 
Val Pro Ala Ala Glu His Arg Leu Arg Glu Glu He Leu Ala Lys Phe 

530 535 540 

ctg cac tgg ctg atg agt gtg tac gtc gtc gag ctg etc agg tet ttc 1680 
Leu His Trp Leu Met Ser Val Tyr Val Val Glu Leu Leu Arg Ser Phe 
545 550 555 560 

ttt tat gtc acg gag ace acg ttt caa aag aac agg etc ttt ttc tac 1728 
Phe Tyr Val Thr Glu Thr Thr Phe Gin Lys Asn Arg Leu Phe Phe Tyr 

565 570 575 

egg aag agt gtc tgg age aag ttg caa age att gga ate aga cag cac 1776 
Arg Lys Ser Val Trp Ser Lys Leu Gin Ser He Gly He Arg Gin His 

580 585 590 

ttg aag agg gtg cag ctg egg gag ctg teg gaa gca gag gtc agg cag 1824 
Leu Lys Arg Val Gin Leu Arg Glu Leu Ser Glu Ala Glu Val Arg Gin 

595 600 605 

cat egg gaa gee agg ccc gee ctg ctg acg tec aga etc cgc ttc ate 1872 
His Arg Glu Ala Arg Pro Ala Leu Leu Thr Ser Arg Leu Arg Phe He 

610 615 620 

ccc aag cet gac ggg ctg egg ccg att gtg aac atg gac tac gtc gtg 1920 
Pro Lys Pro Asp Gly Leu Arg Pro He Val Asn Met Asp Tyr Val Val 
625 630 635 640 
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gga gcc aga acg ttc cgc aga gaa aag agg gcc gag cgt etc acc teg 1968 
Gly Ala Arg Thr Phe Arg Arg Glu Lys Arg Ala Glu Arg Leu Thr Ser 

645 650 655 

agg gtg aag gea etg tte age gtg etc aac tac gag egg gcg egg ege 2016 
Arg Val Lys Ala Leu Phe Ser Val Leu Asn Tyr Glu Arg Ala Arg Arg 

660 665 670 

ccc ggc etc etg ggc gee tct gtg ctg gge etg gac gat ate cac agg 2064 
Pro Gly Leu Leu Gly Ala Ser Val Leu Gly Leu Asp Asp He His Arg 

675 680 685 

gcc tgg cgc acc ttc gtg ctg cgt gtg egg gee cag gac ccg ccg cet 2112 
Ala Trp Arg Thr Phe Val Leu Arg Val Arg Ala Gin Asp Pro Pro Pro 

690 695 700 

gag etg tac ttt gtc aag gtg gat gtg acg gge gcg tac gae acc ate 2160 
Glu Leu Tyr Phe Val Lys Val Asp Val Thr Gly Ala Tyr Asp Thr lie 
705 710 715 720 

ccc cag gac agg etc acg gag gtc ate gee age ate ate aaa eee eag 2208 
Pro Gin Asp Arg Leu Thr Glu Val He Ala Ser He He Lys Pro Gin 

725 730 735 

£iae acg tac tge gtg cgt egg tat gee gtg gtc cag aag gee gee eat 2256 
Asn Thr Tyr Cys Val Arg Arg Tyr Ala Val Val Gin Lys Ala Ala His 

740 745 750 

ggg eae gtc ege aag gcc ttc aag age cac gtc tet acc ttg aca gae 2304 
Gly His Val Arg Lys Ala Phe Lys Ser His Val Ser Thr Leu Thr Asp 

755 760 765 

etc cag ccg tac atg cga cag ttc gtg get cac ctg cag gag acc age 2352 
Leu Gin Pro Tyr Met Arg Gin Phe Val Ala His Leu Gin Glu Thr Ser 

770 775 780 

ccg ctg agg gat gcc gtc gtc ate gag cag age tec tec ctg aat gag 2400 
Pro Leu Arg Asp Ala Val Val He Glu Gin Ser Ser Ser Leu Asn Glu 
785 790 795 800 

gee age agt gge etc tte gae gtc ttc eta ege tte atg tge cac eae 2448 
Ala Ser Ser Gly Leu Phe Asp Val Phe Leu Arg Phe Met Cys His His 

805 810 815 

gee gtg ege ate agg gge aag tec tac gtc cag tge eag ggg ate eeg 2496 
Ala Val Arg He Arg Gly Lys Ser Tyr Val Gin Cys Gin Gly He Pro 
820 825 830 
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cag ggc tec ate ete tec acg etg etc tge age etg tge tac gge gac 2544 
Gin Gly Ser He Leu Ser Thr Leu Leu Cys Ser Leu Cys Tyr Gly Asp 

835 840 845 

atg gag aac aag etg ttt gcg ggg att egg egg gae ggg etg ete etg 2592 
Met Glu Asn Lys Leu Phe Ala Gly He Arg Arg Asp Gly Leu Leu Leu 

850 855 860 

cgt ttg gtg gat gat ttc ttg ttg gtg aca cot cac etc acc cac gcg 2640 
Arg Leu Val Asp Asp Phe Leu Leu Val Thr Pro His Leu Thr His Ala 
865 870 875 880 

aaa acc ttc etc agg acc etg gtc cga ggt gtc cct gag tat ggc tge 2688 
Lys Thr Phe Leu Arg Thr Leu Val Arg Gly Val Pro Glu Tyr Gly Cys 

885 890 895 

gtg gtg aac ttg egg aag aca gtg gtg aac ttc cct gta gaa gac gag 2736 
Val Val Asn Leu Arg Lys Thr Val Val Asn Phe Pro Val Glu Asp Glu 

900 905 910 

gee etg ggt gge aeg get ttt gtt eag atg eeg gee cae gge eta ttc 2784 . 
Ala Leu Gly Gly Thr Ala Phe Val Gin Met Pro Ala His Gly Leu Phe 

915 920 925 

cce tgg tge gge etg etg etg gat aee egg acc etg gag gtg eag age 2832 
Pro Trp Cys Gly Leu Leu Leu Asp Thr Arg Thr Leu Glu Val Gin Ser 

930 935 940 

gac tac tec age tat gcc egg acc tec ate aga gee agt etc acc ttc 2880 
Asp Tyr Ser Ser Tyr Ala Arg Thr Ser He Arg Ala Ser Leu Thr Phe 
945 950 955 960 

aac cgc ggc ttc aag get ggg agg aac atg cgt cgc £iaa etc ttt ggg 2928 
Asn Arg Gly Phe Lys Ala Gly Arg Asn Met Arg Arg Lys Leu Phe Gly 

965 970 975 

gtc ttg egg etg aag tgt cac age etg ttt etg gat ttg cag gtg aac 2976 
Val Leu Arg Leu Lys Cys His Ser Leu Phe Leu Asp Leu Gin Val Asn 

980 985 990 

age etc eag aeg gtg tge ace aac ate tac aag ate etc etg etg cag 3024 
Ser Leu Gin Thr Val Cys Thr Asn He Tyr Lys He Leu Leu Leu Gin 

995 1000 1005 

geg tac agg ttt cac gca tgt gtg etg cag etc cca ttt eat eag caa 3072 
Ala Tyr Arg Phe His Ala Cys Val Leu Gin Leu Pro Phe His Gin Gin 

1010 1015 1020 
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gtt tgg aag aac ccc aca ttt ttc ctg cgc gtc ate tct gac acg gcc 3120 
Val Trp Lys Asn Pro Thr Phe Phe Leu Arg Val He Ser Asp Thr Ala 
1025 1030 1035 1040 

tec etc tgc tae tec ate etg aaa gee aag aae gca ggg atg teg ctg 3168 
Ser Leu Cys Tyr Ser He Leu Lys Ala Lys Asn Ala Gly Met Ser Leu 

1045 1050 1055 

ggg gcc aag ggc gcc gcc ggc cct ctg ccc tec gag gcc gtg cag tgg 3216 
Gly Ala Lys Gly Ala Ala Gly Pro Leu Pro Ser Glu Ala Val Gin Trp 

1060 1065 1070 

ctg tgc cac caa gca ttc ctg etc aag ctg act ega cac cgt gtc ace 3264 
Leu Cys His Gin Ala Phe Leu Leu Lys Leu Thr Arg His Arg Val Thr 

1075 1080 1085 

tae gtg cea etc etg ggg tea etc agg aca gee eag aeg eag ctg agt 3312 
Tyr Val Pro Leu Leu Gly Ser Leu Arg Thr Ala Gin Thr Gin Leu Ser 

1090 1095 1100 

egg aag etc ceg ggg aeg aeg ctg act gee etg gag gcc gea gee aac 3360 
Arg Lys Leu Pro Gly Thr Thr Leu Thr Ala Leu Glu Ala Ala Ala Asn 
1105 1110 1115 1120 

ccg gea ctg ccc tea gac ttc aag aec ate etg gae 3396 
Pro Ala Leu Pro Ser Asp Phe Lys Thr He Leu Asp 

1125 1130 

<210> 33 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 
sequence 

<400> 33 

ttggettcea ggccataatt g 21 
<210> 34 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 
<400> 34 

aagagggcag atctatcgga 20 
<210> 35 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 35 

atggatctcc tgaaggtgct 20 
<210> 36 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 36 

aagagggcag atctatcgga 20 
<210> 37 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 37 

ggaagagtga gcggccatca agg 23 

<210> 38 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 
<400> 38 

ctgctggaga ggttattcct eg 22 
<210> 39 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 39 

gccaacacca acctgtccaa gttc 24 
<210> 40 
<211> 24 
<212> DNA 

<213> Artificiar Sequence 

<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 40 

tgcaaaggct ccaggtctga gggc 24 
<210> 41 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 41 

ctctctctcc tcaggacaa 19 
<210> 42 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 



66/90 



wo 01/48151 



PCT/JPOO/09323 



<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 
<400> 42 

tggagcaaaa cagaatggct gg 22 
<210> 43 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 43 

ctgagatgtc tctctctctc ttag 24 

<210> 44 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 44 

acaatgactg atgagagatg 20 
<210> 45 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 45 

cagacctgaa ggagacct 18 
<210> 46 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 46 

gtcagcgtaa acagttgc 18 
<210> 47 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 47 

gccaagaagc ggatagaagg 20 

<210> 48 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: artificially sj^thesized primer 

sequence 

<400> 48 

ctgtggttca gggctcagtc 20 
<210> 49 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 49 

cagtggagct ggacaaagcc 20 
<210> 50 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 50 

tagcgacggt tctggaacca 20 
<210> 51 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 51 

ctgtcatctc actatgggca 20 
<210> 52 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 52 

cc£iagtccga gc£iggaattt 20 
<210> 53 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 53 

aagacgtcaa gccctttgtg 20 

<210> 54 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 
<400> 54 

aaaggagcac actttggtgg 20 
<210> 55 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 55 

agcaeigaata cgatgccatc 20 
<210> 56 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223>Description of Artificial Sequence: artificially 
synthesized primer sequence 

<400> 56 

gaaggggtgg tggtacggtc 20 
<210> 57 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 57 

tgggaatggc tatgtcagtg 20 
<210> 58 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 58 

ctggtaatct gtgttgtagg 20 
<210> 59 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 59 

caagggcctc tccaaacttg 20 

<210> 60 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: artificially synthesized primer 

sequence 

<400> 60 

gccccagaga cagcattcca 20 
<210> 61 
<211> 268 
<212> PRT 

<213> Homo sapiens 
<400> 61 

Met Ala Gin Pro Leu Cys Pro Pro Leu Ser Glu Ser Trp Met Leu Ser 
15 10 15 

Ala Ala Trp Gly Pro Thr Arg Arg Pro Pro Pro Ser Asp Lys Asp Cys 
20 25 30 

Gly Arg Ser Leu Val Ser Ser Pro Asp Ser Trp Gly Ser Thr Pro Ala 
35 40 45 
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Asp Ser Pro Val Ala Ser Pro Ala Arg Pro Gly Thr Leu Arg Asp Pro 
50 55 60 

Arg Ala Pro Ser Val Gly Arg Arg Gly Ala Arg Ser Ser Arg Leu Gly 
65 70 75 80 

Ser Gly Gin Arg Gin Ser Ala Ser Glu Arg Glu Lys Leu Arg Met Arg 
85 90 95 

Thr Leu Ala Arg Ala Leu His Glu Leu Arg Arg Phe Leu Pro Pro Ser 
100 105 110 

Val Ala Pro Ala Gly Gin Ser Leu Thr Lys lie Glu Thr Leu Arg Leu 
115 120 125 

Ala He Arg Tyr lie Gly His Leu Ser Ala Val Leu Gly Leu Ser Glu 
130 135 140 

Glu Ser Leu Gin Arg Arg Cys Arg Gin Arg Gly Asp Ala Gly Ser Pro 
145 150 155 160 

Arg Gly Cys Pro Leu Cys Pro Asp Asp Cys Pro Ala Gin Met Gin Thr 
165 170 175 

Arg Thr Gin Ala Glu Gly Gin Gly Gin Gly Arg Gly Leu Gly Leu Val 
180 185 190 

Ser Ala Val Arg Ala Gly Ala Ser Trp Gly Ser Pro Pro Ala Cys Pro 
195 200 205 

Gly Ala Arg Ala Ala Pro Glu Pro Arg Asp Pro Pro Ala Leu Phe Ala 
210 215 220 



Glu Ala Ala Cys Pro Glu Gly Gin Ala Met Glu Pro Ser Pro Pro Ser 
225 230 235 240 
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Pro Leu Leu Pro Gly Asp Val Leu Ala Leu Leu Glu Thr Trp Met Pro 
245 250 255 

Leu Ser Pro Leu Glu Trp Leu Pro Glu Glu Pro Lys 
260 265 

<210> 62 

<211> 804 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (1)..(807) 

<400> 62 

atg gGC cag ccc ctg tgc ccg ccg etc tec gag tee tgg atg etc tet 48 
Met Ala Gin Pro Leu Cys Pro Pro Leu Ser Glu Ser Trp Met Leu Ser 
1 5 10 15 

gcg gee tgg gge cea act egg egg ccg eeg ccc tec gac aag gae tgc 96 
Ala Ala Trp Gly Pro Thr Arg Arg Pro Pro Pro Ser Asp Lys Asp Cys 
20 25 30 

gge cgc tec etc gtc teg tec oca gac tea tgg ggc age acc cea gee 144 
Gly Arg Ser Leu Val Ser Ser Pro Asp Ser Trp Gly Ser Thr Pro Ala 
35 40 45 

gac age ccc gtg gcg age ccc gcg egg cea ggc acc etc egg gae ccc 192 
Asp Ser Pro Val Ala Ser Pro Ala Arg Pro Gly Thr Leu Arg Asp Pro 
50 55 60 

cgc gee ccc tec gta ggt agg cgc gge gcg cgc age age cgc ctg gge 240 
Arg Ala Pro Ser Val Gly Arg Arg Gly Ala Arg Ser Ser Arg Leu Gly 
65 70 75 80 

age ggg cag agg cag age gee agt gag egg gag aaa ctg cgc atg cgc 288 
Ser Gly Gin Arg Gin Ser Ala Ser Glu Arg Glu Lys Leu Arg Met Arg 
85 90 95 
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acg ctg gcc cgc gcc ctg cac gag ctg cgc cgc ttt eta ccg ccg tec 336 
Thr Leu Ala Arg Ala Leu His Glu Leu Arg Arg Phe Leu Pro Pro Ser 
100 105 110 

gtg gcg GCC gcg ggc eag age etg acc aag ate gag aeg ctg cgc ctg 384 
Val Ala Pro Ala Gly Gin Ser Leu Thr Lys He Glu Thr Leu Arg Leu 
115 120 125 

get ate cgc tat ate ggc cac ctg teg gcc gtg eta ggc etc age gag 432 
Ala He Arg Tyr He Gly His Leu Ser Ala Val Leu Gly Leu Ser Glu 
130 135 140 

gag agt etc eag ege egg tgc egg eag cgc ggt gae gcg ggg tec cct 480 
Glu Ser Leu Gin Arg Arg Cys Arg Gin Arg Gly Asp Ala Gly Ser Pro 
145 150 155 160 

egg ggc tgc ccg ctg tge cec gac gac tgc ccc gcg cag atg eag aea 528 
Arg Gly Cys Pro Leu Cys Pro Asp Asp Cys Pro Ala Gin Met Gin Thr 
165 170 175 

egg acg cag get gag ggg cag ggg cag ggg cgc ggg ctg ggc etg gta 576 
Arg Thr Gin Ala Glu Gly Gin Gly Gin Gly Arg Gly Leu Gly Leu Val 
180 185 190 

tec gcc gtc cgc gcc ggg gcg tec tgg gga tec ccg cct gcc tgc ccc 624 
Ser Ala Val Arg Ala Gly Ala Ser Trp Gly Ser Pro Pro Ala Cys Pro 
195 200 205 

gga gee ega get gea cec gag ccg ege gae ccg cct gcg etg tte gcc 672 
Gly Ala Arg Ala Ala Pro Glu Pro Arg Asp Pro Pro Ala Leu Phe Ala 
210 215 220 

gag gcg gcg tge eet gaa ggg eag geg atg gag cea age cea ccg tee 720 
Glu Ala Ala Cys Pro Glu Gly Gin Ala Met Glu Pro Ser Pro Pro Ser 
225 230 235 240 
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ccg etc ctt ccg ggc gac gtg ctg get etg ttg gag ace tgg atg cce 768 
Pro Leu Leu Pro Gly Asp Val Leu Ala Leu Leu Glu Thr Trp Met Pro 
245 250 255 

etc teg ect etg gag tgg ctg cet gag gag eec aag 804 
Leu Ser Pro Leu Glu Trp Leu Pro Glu Glu Pro Lys 
260 265 

<210> 63 
<211> 215 
<212> PRT 

<213> Homo sapiens 
<400> 63 

Met Gly Ser Pro Arg Ser Ala Leu Ser Cys Leu Leu Leu His Leu Leu 
15 10 15 

Val Leu Cys Leu Gin Ala Gin Val Thr Val Gin Ser Ser Pro Asn Phe 
20 25 30 

Thr Gin His Val Arg Glu Gin Ser Leu Val Thr Asp Gin Leu Ser Arg 
35 40 45 

Arg Leu He Arg Thr Tyr Gin Leu Tyr Ser Arg Thr Ser Gly Lys His 
50 55 60 

Val Gin Val Leu Ala Asn Lys Arg lie Asn Ala Met Ala Glu Asp Gly 
65 70 75 80 

Asp Pro Phe Ala Lys Leu He Val Glu Thr Asp Thr Phe Gly Ser Arg 
85 90 95 

Val Arg Val Arg Gly Ala Glu Thr Gly Leu Tyr He Cys Met Asn Lys 
100 105 110 

Lys Gly Lys Leu He Ala Lys Ser Asn Gly Lys Gly Lys Asp Cys Val 
115 120 125 
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Phe Thr Glu He Val Leu Glu Asn Asn Tyr Thr Ala Leu Gin Asn Ala 
130 135 140 

Lys Tyr Glu Gly Trp Tyr Met Ala Phe Thr Arg Lys Gly Arg Pro Arg 
145 150 155 160 

Lys Gly Ser Lys Thr Arg Gin His Gin Arg Glu Val His Phe Met Lys 
165 170 175 

Arg Leu Pro Arg Gly His His Thr Thr Glu Gin Ser Leu Arg Phe Glu 
180 185 190 

Phe Leu Asn Tyr Pro Pro Phe Thr Arg Ser Leu Arg Gly Ser Gin Arg 
195 200 205 

Thr Trp Ala Pro Glu Pro Arg 
210 

<210> 64 
<211> 645 
<212> DNA 

<213> Homo sapiens 
<220> 
<221> CDS 
<223> (1)..(648) 
<400> 64 

atg ggc age ccc cgc tec gcg ctg age tgc ctg ctg ttg cac ttg ctg 48 
Met Gly Ser Pro Arg Ser Ala Leu Ser Cys Leu Leu Leu His Leu Leu 
15 10 15 

gtc etc tgc etc caa gcc cag gta act gtt cag tec tea cct aat ttt 96 
Val Leu Cys Leu Gin Ala Gin Val Thr Val Gin Ser Ser Pro Asn Phe 
20 25 30 

aca cag cat gtg agg gag cag age ctg gtg acg gat cag etc age cgc 144 
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Thr Gin His Val Arg Glu Gin Ser Leu Val Thr Asp Gin Leu Ser Arg 
35 40 45 

cgc etc ate egg aee tac caa etc tac age egc ace age ggg aag cae 192 
Arg Leu He Arg Thr Tyr Gin Leu Tyr Ser Arg Thr Ser Gly Lys His 
50 55 60 

gtg cag gtc ctg gee aae aag cgc ate aac gcc atg gca gag gac ggc 240 
Val Gin Val Leu Ala Asn Lys Arg He Asn Ala Met Ala Glu Asp Gly 
65 70 75 80 

gac ccc ttc gea aag etc ate gtg gag acg gac acc ttt gga age aga 288 
Asp Pro Phe Ala Lys Leu He Val Glu Thr Asp Thr Phe Gly Ser Arg 
85 90 95 

gtt cga gtc cga gga gee gag acg ggc etc tac ate tgc atg aac aag 336 
Val Arg Val Arg Gly Ala Glu Thr Gly Leu Tyr He Cys Met Asn Lys 
100 105 110 

aag ggg aag ctg ate gcc aag age aac ggc aaa ggc aag gac tgc gtc 384 
Lys Gly Lys Leu He Ala Lys Ser Asn Gly Lys Gly Lys Asp Cys Val 
115 120 125 

ttc aeg gag att gtg ctg gag aac aac tac aca gcg ctg cag aat gee 432 
Phe Thr Glu He Val Leu Glu Asn Asn Tyr Thr Ala Leu Gin Asn Ala 
130 135 140 

aag tac gag ggc tgg tac atg gcc ttc acc cgc aag ggc egg ccc cgc 480 
Lys Tyr Glu Gly Trp Tyr Met Ala Phe Thr Arg Lys Gly Arg Pro Arg 
145 150 155 160 

aag ggc tec aag aeg egg cag eac cag cgt gag gtc cac ttc atg aag 528 
Lys Gly Ser Lys Thr Arg Gin His Gin Arg Glu Val His Phe Met Lys 
165 170 175 

egg ctg ccc egg ggc cac cac ace acc gag cag age ctg cgc ttc gag 576 
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Arg Leu Pro Arg Gly His His Thr Thr Glu Gin Ser Leu Arg Phe GIu 
180 185 190 

ttc etc aac tac cog ccc ttc acg cgc age ctg egc ggc age eag agg 624 
Phe Leu Asn Tyr Pro Pro Phe Thr Arg Ser Leu Arg Gly Ser Gin Arg 
195 200 205 

act tgg gee ccg gaa ccc cga 645 
Thr Trp Ala Pro Glu Pro Arg 
210 ' 215 

<210> 65 
<211> 212 
<212> PRT 

<213> Homo sapiens 
<400> 65 

Met Asp Tyr Leu Leu Met lie Phe Ser Leu Leu Phe Val Ala Cys Gin 
15 10 15 

Gly Ala Pro Glu Thr Ala Val Leu Gly Ala Glu Leu Ser Ala Val Gly 
20 25 30 

Glu Asn Gly Gly Glu Lys Pro Thr Pro Ser Pro Pro Trp Arg Leu Arg 
35 40 45 

Arg Ser Lys Arg Cys Ser Cys Ser Ser Leu Met Asp Lys Glu Cys Val 
50 55 60 

Tyr Phe Cys His Leu Asp He He Trp Val Asn Thr Pro Glu His Val 
65 70 75 80 

Val Pro Tyr Gly Leu Gly Ser Pro Arg Ser Lys Arg Ala Leu Glu Asn 
85 90 95 

Leu Leu Pro Thr Lys Ala Thr Asp Arg Glu Asn Arg Cys Gin Cys Ala 
100 105 110 



78/90 



wo 01/48151 



PCT/JPOO/09323 



Ser Gin Lys Asp Lys Lys Cys Trp Asn Phe Cys Gin Ala Gly Lys Glu 
115 120 125 

Leu Arg Ala Glu Asp He Met Glu Lys Asp Trp Asn Asn His Lys Lys 
130 135 140 

Gly Lys Asp Cys Ser Lys Leu Gly Lys Lys Cys He Tyr Gin Gin Leu 
145 150 155 160 

Val Arg Gly Arg Lys He Arg Arg Ser Ser Glu Glu His Leu Arg Gin 
165 170 175 

Thr Arg Ser Glu Thr Met Arg Asn Ser Val Lys Ser Ser Phe His Asp 
180 185 190 

Pro Lys Leu Lys Gly Lys Pro Ser Arg Glu Arg Tyr Val Thr His Asn 
195 200 205 

Arg Ala His Trp 

210 
<210> 66 
<211> 636 
<212> DNA 

<213> Homo sapiens 
<220> 
<221> CDS 
<223> (1)..(639) 
<400> 66 

atg gat tat ttg etc atg att ttc tct ctg ctg ttt gtg get tgc caa 48 
Met Asp Tyr Leu Leu Met He Phe Ser Leu Leu Phe Val Ala Cys Gin 
15 10 15 

gga get cca gaa aca gca gtc tta ggc get gag etc age gcg gtg ggt 96 
Gly Ala Pro Glu Thr Ala Val Leu Gly Ala Glu Leu Ser Ala Val Gly 
20 25 30 
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gag aac ggc ggg gag aaa ccc act ccc agt cca ccc tgg egg etc ege 144 
Glu Asn Gly Gly Glu Lys Pro Thr Pro Ser Pro Pro Trp Arg Leu Arg 
35 40 45 

egg tec aag ege tge tee tge teg tee etg atg gat aaa gag tgt gte 192 
Arg Ser Lys Arg Cys Ser Cys Ser Ser Leu Met Asp Lys Glu Cys Val 
50 55 60 

tac ttc tge cac ctg gac ate att tgg gtc aac act ccc gag cac gtt 240 
Tyr Phe Cys His Leu Asp He He Trp Val Asn Thr Pro Glu His Val 
65 , 70 75 80 

gtt ccg tat gga ctt gga age cct agg tec aag aga gcc ttg gag aat 288 
Val Pro Tyr Gly Leu Gly Ser Pro Arg Ser Lys Arg Ala Leu Glu Asn 
85 90 95 

tta ett eee aca aag gea aca gae cgt gag aat aga tge caa tgt get 336 
Leu Leu Pro Thr Lys Ala Thr Asp Arg Glu Asn Arg Cys Gin Cys Ala 
100 105 110 

age caa aaa gae aag aag tge tgg aat ttt tge caa gea gga aaa gaa 384 
Ser Gin Lys, Asp Lys Lys Cys Trp Asn Phe Cys Gin Ala Gly Lys Glu 
115 120 125 

etc agg get gaa gac att atg gag aaa gac tgg aat aat cat aag aaa 432 
Leu Arg Ala Glu Asp He Met Glu Lys Asp Trp Asn Asn His Lys Lys 
130 135 140 

gga aaa gae tgt tee aag ctt ggg aaa aag tgt att tat eag eag tta 480 
Gly Lys Asp Cys Ser Lys Leu Gly Lys Lys Cys He Tyr Gin Gin Leu 
145 150 155 160 

gtg aga gga aga aaa ate aga aga agt tea gag gaa eac eta aga caa 528 
Val Arg Gly Arg Lys He Arg Arg Ser Ser Glu Glu His Leu Arg Gin 
165 170 175 
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acc agg teg gag acc atg aga aac age gte aaa tea tet ttt eat gat 576 
Thr Arg Ser Glu Thr Met Arg Asn Ser Val Lys Ser Ser Phe His Asp 
180 185 190 

ccc a£ig etg aaa ggc aag ccc tee aga gag egt tat gtg acc eae aac 624 
Pro Lys Leu Lys Gly Lys Pro Ser Arg Glu Arg Tyr Val Thr His Asn 
195 200 205 

cga gca cat tgg 636 
Arg Ala His Trp 

210 
<210> 67 

<211> 143 
<212> PRT 

<213> Homo sapiens 

<400> 67 

Met Gin His Arg Gly Phe Leu Leu Leu Thr Leu Leu Ala Leu Leu Ala 
15 10 15 

Leu Thr Ser Ala Val Ala Lys Lys Lys Asp Lys Val Lys Lys Gly Gly 
20 25 30 

Pro Gly Ser Glu Cys Ala Glu Trp Ala Trp Gly Pro Cys Thr Pro Ser 
35 40 45 

Ser Lys Asp Cys Gly Val Gly Phe Arg Glu Gly Thr Cys Gly Ala Gin 
50 55 60 

Thr Gin Arg He Arg Cys Arg Val Pro Cys Asn Trp Lys Lys Glu Phe 
65 70 75 80 

Gly Ala Asp Cys Lys Tyr Lys Phe Glu Asn Trp Gly Ala Cys Asp Gly 
85 90 95 

Gly Thr Gly Thr Lys Val Arg Gin Gly Thr Leu Lys Lys Ala Arg Tyr 
100 105 110 
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Asn Ala Gin Cys Gin Glu Thr He Arg Val Thr Lys Pro Cys Thr Pro 
115 120 125 

Lys Thr Lys Ala Lys Ala Lys Ala Lys Lys Gly Lys Gly Lys Asp 

130 135 140 

<210> 68 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<223> (1)..(432) 
<400> 68 

atg cag cac cga ggc ttc etc etc etc ace etc etc gee etg ctg geg 48 
Met Gin His Arg Gly Phe Leu Leu Leu Thr Leu Leu Ala Leu Leu Ala 
1 5 10 15 

etc ace tec geg gtc gcc aaa aag aaa gat aag gtg aag aag ggc ggc 96 
Leu Thr Ser Ala Val Ala Lys Lys Lys Asp Lys Val Lys Lys Gly Gly 
20 25 30 

ccg ggg age gag tgc get gag tgg gcc tgg ggg ccc tgc acc ccc age 144 
Pro Gly Ser Glu Cys Ala Glu Trp Ala Trp Gly Pro Cys Thr Pro Ser 
35 40 45 

age aag gat tgc ggc gtg ggt ttc cgc gag ggc acc tgc ggg gcc cag 192 
Ser Lys Asp Cys Gly Val Gly Phe Arg Glu Gly Thr Cys Gly Ala Gin 
50 55 60 

ace cag cgc ate egg tgc agg gtg ccc tgc aae tgg aag aag gag ttt 240 
Thr Gin Arg He Arg Cys Arg Val Pro Cys Asn Trp Lys Lys Glu Phe 
65 70 75 80 

gga gcc gac tgc aag tac aag ttt gag aae tgg ggt geg tgt gat ggg 288 
Gly Ala Asp Cys Lys Tyr Lys Phe Glu Asn Trp Gly Ala Cys Asp Gly 
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85 90 95 

ggc aca ggc acc aaa gtc cgc caa ggc acc ctg aag aag gcg cgc tac 336 
Gly Thr Gly Thr Lys Val Arg Gin Gly Thr Leu Lys Lys Ala Arg Tyr 
100 105 110 

aat get cag tgc cag gag acc ate egc gtc ace aag eec tgc acc ecc 384 
Asn Ala Gin Cys Gin Glu Thr He Arg Val Thr Lys Pro Cys Thr Pro 
115 120 125 

aag ace aaa gea aag gee aaa gee aag aaa ggg aag gga aag gac 429 
Lys Thr Lys Ala Lys Ala Lys Ala Lys Lys Gly Lys Gly Lys Asp 
130 135 140 

<210> 69 
<211> 408 
<212> PRT 
<213> Homo sapiens 
<400> 69 

Met He Pro Gly Asn Arg Met Leu Met Val Val Leu Leu Cys Gin Val 
15 10 15 

Leu Leu Gly Gly Ala Ser His Ala Ser Leu He Pro Glu Thr Gly Lys 
20 25 30 

Lys Lys Val Ala Glu He Gin Gly His Ala Gly Gly Arg Arg Ser Gly 
35 40 45 

Gin Ser His Glu Leu Leu Arg Asp Phe Glu Ala Thr Leu Leu Gin Met 
50 55 60 

Phe Gly Leu Arg Arg Arg Pro Gin Pro Ser Lys Ser Ala Val He Pro 
65 70 75 80 

Asp Tyr Met Arg Asp Leu Tyr Arg Leu Gin Ser Gly Glu Glu Glu Glu 
85 90 95 
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Glu Gin He His Ser Thr Gly Leu Glu Tyr Pro Glu Arg Pro Ala Ser 
100 105 110 

Arg Ala Asn Thr Val Arg Ser Phe His His Glu Glu His Leu Glu Asn 
115 120 125 

lie Pro Gly Thr Ser Glu Asn Ser Ala Phe Arg Phe Leu Phe Asn Leu 
130 135 140 

Ser Ser He Pro Glu Asn Glu Ala He Ser Ser Ala Glu Leu Arg Leu 
145 150 155 160 

Phe Arg Glu Gin Val Asp Gin Gly Pro Asp Trp Glu Arg Gly Phe His 
165 170 175 

Arg He Asn He Tyr Glu Val Met Lys Pro Pro Ala Glu Val Val Pro 
180 185 190 

Gly His Leu He Thr Arg Leu Leu Asp Thr Arg Leu Val His His Asn 
195 200 205 

Val Thr Arg Trp Glu Thr Phe Asp Val Ser Pro Ala Val Leu Arg Trp 
210 215 220 

Thr Arg Glu Lys Gin Pro Asn Tyr Gly Leu Ala He Glu Val Thr His 
225 230 235 240 

Leu His Gin Thr Arg Thr His Gin Gly Gin His Val Arg He Ser Arg 
245 250 255 

Ser Leu Pro Gin Gly Ser Gly Asn Trp Ala Gin Leu Arg Pro Leu Leu 
260 265 270 



Val Thr Phe Gly His Asp Gly Arg Gly His Ala Leu Thr Arg Arg Arg 
275 280 285 
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Arg Ala Lys Arg Ser Pro Lys His His Ser Gin Arg Ala Arg Lys Lys 
290 295 300 

Asn Lys Asn Cys Arg Arg His Ser Leu Tyr Val Asp Phe Ser Asp Val 
305 310 315 320 

Gly Trp Asn Asp Trp He Val Ala Pro Pro Gly Tyr Gin Ala Phe Tyr 
325 330 335 

Cys His Gly Asp Cys Pro Phe Pro Leu Ala Asp His Leu Asn Ser Thr 
340 345 350 

Asn His Ala He Val Gin Thr Leu Val Asn Ser Val Asn Ser Ser He 
355 360 365 

Pro Lys Ala Cys Cys Val Pro Thr Glu Leu Ser Ala He Ser Met Leu 
370 375 380 

Tyr Leu Asp Glu Tyr Asp Lys Val Val Leu Lys Asn Tyr Gin Glu Met 
385 390 395 400 

Val Val Glu Gly Cys Gly Cys Arg 
405 

<210> 70 

<211> 1224 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<223> (!)..( 1227) 

<400> 70 

atg att cct ggt aac cga atg ctg atg gtc gtt tta tta tgc caa gtc 48 
Met He Pro Gly Asn Arg Met Leu Met Val Val Leu Leu Cys Gin Val 
1 5 10 15 

ctg eta gga ggc gcg age cat get agt ttg ata cct gag acg ggg aag 96 
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Leu Leu Gly Gly Ala Ser His Ala Ser Leu He Pro Glu Thr Gly Lys 
20 25 30 

aaa aaa gtc gcc gag att cag ggc cac gcg gga gga cgc cgc tea ggg 144 
Lys Lys Val Ala Glu He Gin Gly His Ala Gly Gly Arg Arg Ser Gly 
35 40 45 

c£ig age cat gag etc ctg egg gae ttc gag gcg aca ctt ctg cag atg 192 
Gin Ser His Glu Leu Leu Arg Asp Phe Glu Ala Thr Leu Leu Gin Met 
.50 55 60 

ttt ggg ctg cgc cgc cgc ccg cag cct age aag agt gee gtc att ccg 240 
Phe Gly Leu Arg Arg Arg Pro Gin Pro Ser Lys Ser Ala Val He Pro 
65 70 75 . 80 

gac tac atg egg gat ctt tac egg ctt cag tct ggg gag gag gag gaa 288 
Asp Tyr Met Arg Asp Leu Tyr Arg Leu Gin Ser Gly Glu Glu Glu Glu 
"85 90 95 

gag cag ate cac age act ggt ctt gag tat cct gag cgc ccg gcc age 336 
Glu Gin He His Ser Thr Gly Leu Glu Tyr Pro Glu Arg Pro Ala Ser 
100 105 110 

egg gcc aac ace gtg agg age ttc cac cac gaa gaa eat ctg gag aac 384 
Arg Ala Asn Thr Val Arg Ser Phe His His Glu Glu His Leu Glu Asn 
115 120 125 

ate cca ggg ace agt gaa aac tct get ttt cgt ttc etc ttt aac etc 432 
He Pro Gly Thr Ser Glu Asn Ser Ala Phe Arg Phe Leu Phe Asn Leu 
130 135 140 

age age ate cct gag aac gag gcg ate tec tct gea gag ctt egg etc 480 
Ser Ser He Pro Glu Asn Glu Ala He Ser Ser Ala Glu Leu Arg Leu 
145 150 155 160 



ttc egg gag cag gtg gac cag ggc cct gat tgg gaa agg ggc ttc cac 528 
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Phe Arg Glu Gin Val Asp Gin Gly Pro Asp Trp Glu Arg Gly Phe His 
165 170 175 

cgt ata aac att tat gag gtt atg aag ccc cca gca gaa gtg gtg cct 576 
Arg He Asn lie Tyr Glu Val Met Lys Pro Pro Ala Glu Val Val Pro 
180 185 190 

ggg cac etc ate aca cga eta ctg gae aeg aga ctg gtc eac cae aat 624 
Gly His Leu He Thr Arg Leu Leu Asp Thr Arg Leu Val His His Asn 
195 200 205 

gtg aca egg tgg gaa act ttt gat gtg age cct gcg gtc ctt cgc tgg 672 
Val Thr Arg Trp Glu Thr Phe Asp Val Ser Pro Ala Val Leu Arg Trp 
210 215 220 

acc egg gag aag cag cca aac tat ggg eta gcc att gag gtg act cac 720 
Thr Arg Glu Lys Gin Pro Asn Tyr Gly Leu Ala He Glu Val Thr His 
225 230 235 240 

etc cat cag act egg acc cac cag ggc cag cat gtc agg att age cga 768 
Leu His Gin Thr Arg Thr His Gin Gly Gin His Val Arg He Ser Arg 
245 250 255 

teg tta cct caa ggg agt ggg aat tgg gcc cag etc egg ccc etc ctg 816 
Ser Leu Pro Gin Gly Ser Gly Asn Trp Ala Gin Leu Arg Pro Leu Leu 
260 265 270 

gtc acc ttt ggc cat gat ggc egg ggc cat gcc ttg acc cga cgc egg 864 
Val Thr Phe Gly His Asp Gly Arg Gly His Ala Leu Thr Arg Arg Arg 
275 280 285 

agg gcc aag cgt age cct aag cat cac tea cag egg gcc agg aag aag 912 
Arg Ala Lys Arg Ser Pro Lys His His Ser Gin Arg Ala Arg Lys Lys 
290 295 300 

aat aag aac tgc egg cgc cac teg etc tat gtg gae ttc age gat gtg 960 
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Asn Lys Asn Cys Arg Arg His Ser Leu Tyr Val Asp Phe Ser Asp Val 
305 310 315 320 

ggc tgg aat gac tgg att gtg gcc cca cca ggc tac cag gcc ttc tac 1008 
Gly Trp Asn Asp Trp He Val Ala Pro Pro Gly Tyr Gin Ala Phe Tyr 
325 . 330 335 

tgc cat ggg gac tgc ccc ttt cca ctg get gac cac etc aac tea acc 1056 
Cys His Gly Asp Cys Pro Phe Pro Leu Ala Asp His Leu Asn Ser Thr 
340 345 350 

aac cat gcc att gtg cag acc ctg gtc aat tct gtc aat tec agt ate 1104 
Asn His Ala lie Val Gin Thr Leu Val Asn Ser Val Asn Ser Ser He 
355 360 365 

ccc aaa gcc tgt tgt gtg ccc act gaa ctg agt gcc ate tec atg ctg .1152 
Pro Lys Ala Cys Cys Val Pro Thr Glu Leu Ser Ala I le Ser Met Leu 
370 375 380 

tac ctg gat gag tat gat aag gtg gta ctg aaa aat tat cag gag atg 1200 
Tyr Leu Asp Glu Tyr Asp Lys Val Val Leu Lys Asn Tyr Gin Glu Met 
385 390 395 400 

gta gta gag gga tgt ggg tgc cgc 
Val Val Glu Gly Cys Gly Cys Arg 
405 

<210> 71 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<400> 71 

gcccgcgctc caactgctct gatg 

<210> 72 
<211> 24 
<212> DNA 

88/90 



1224 



24 



wo 01/48151 



PCT/JPOO/09323 



<213> Artificial Sequence 
<400> 72 

tgcctacggt ggtgcgccct ctgc 

<210> 73 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<400> 73 

gaagcgcaac agggccatca eg 

<210> 74 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<400> 74 

ccacgtcacg caggtcccgt tc 

<210> 75 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<400> 75 

gatcctgttc tctgcctctg ga 

<210> 76 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

<400> 76 

tcatccactt tgtccacccg ag 

<210> 77 
<211> 21 
<212> DNA 

<213> Artificial Sequence 



22 



22 



22 



22 
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<400> 77 

ttcctcgtct tggccttttg g 21 

<210> 78 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<400> 78 

gctggatctt cgtaggctcc g 21 

<210> 79 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<400> 79 

ggcaagctga ccctgaagt 19 

<210> 80 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<400> 80 

gggtgctcag gtagtggtt 19 
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